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Clinical Psychopathologic Conferences are often included as a feature of 
the JouRNAL oF CLINICAL AND ExperIMENTAL PsycHopaTHoLocy. This section 
will attempt to further the elucidation of correlations and associations between 
clinical, neurologic, psychologic, and biologic elements. Clinical case presenta- 
tions illustrative of psychophysiopathologic disorders will be gathered from 
psychiatric hospitals, clinics, and psychiatrists throughout the world. Manv- 
scripts together with accompanying illustrations should be forwarded to the 
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EDITORIAL 


Tests for Pathophysiologic Identification 
and Classification of Psychoses 


Mortimer D. Sackler, M.D., Félix Marti-Ibdfiez, M.D., 
Raymond R. Sackler, M.D., and Arthur M. Sackler, M.D. 


THE VAN OPHUIJSEN CENTER 


NEW YORK, N. Y 


As early as 1950 reference was made by the Creedmoor group to its work in preceding 
years on the differences in skin test responses of schizophrenic and normal persons.':* The 
recent report of a skin histamine test in schizophrenia developed by Weckowitz and Hill,’ 
following upon the earlier work by the Sacklers and that of Freedman‘ in this country and 
of Lucy® in Canada, has stimulated this review and re-evaluation. 

The physiodynamic concept of psychiatry envisages the functional psychoses as disease 
states that are based upon patterns of dysfunction that arise from genetic, developmental, 
congenital and environmental insults acting singly or in combination. Different levels and 
varying chronologic sequences of disturbances may all eventuate in a common result—the 
so-called functional psychosis. Thus, at this time, a multiple rather than single indicator 
may be the most adequate basis for differentiating the physiology of psychotic from that 
of non-psychotic individuals and several parameters may be required for the accurate 
differentiation of normals from psychotics. Physiodynamic theory predicts the existence 
of patterns of pathophysiology and that with their elucidation one could better distinguish 
normal persons from psychotic and pre-psychotic individuals on physiologic rather than 
solely on behavioral grounds. It might also permit a dichotomous differentiation of normal 
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persons from those prone to psychosis. If such differentiation could be accomplished, it 
would have the widest applicability in solving the problem of mental diseases, from epi- 
demiology to rational therapeutics and eventually to the establishment of the most cherished 
of all of medicine’s aims—a truly preventive scientific psychiatry. 

No single alteration in physiologic status is presently pathognomonic of schizophrenia. 
There do exist many significant biologic features in which schizophrenics differ from the 
“normal,”’ suggesting the possibility that a multi-patterned index could be constructed 
which would provide profiles of physiologic functioning to differentiate between psychotic 
and non-psychotic populations. The feasibility of such a procedure is supported both by 
our experiences with ultrasonometry, histamine tolerance, and glutamic blood level differ- 
ences, among other indices, as well as by the growing number of indicators of dysfunction 
that other current research in the physiology and biochemistry of the psychoses has brought 
to light. Consideration of these has the further value of stressing the complexity of processes 
which must be considered in the development of a physiodynamic view of the functional 
psychosis. 

Clinical medicine has long observed the phenomenon of exclusion in disease states. Cer- 
tain disorders, when present, often constitute an adequate basis for ruling out the presence 
of other, mutually exclusive, pathologies. The functional psychoses are apparently not 
exempt from this rule, and the absence of other disease states in psychotic patients may be 
used both as a categorical measure and as a basis for obtaining a better understanding of 
the pathophysiology of the mental diseases. The functional psychoses in the acute phase 
or during chronic regression are marked by the low incidence of certain complaints that are 
sometimes viewed as psychosomatic—e.g., allergies and asthma. Of the organs and systems 
which are susceptible to allergic manifestations, the skin is among those most frequently 
affected. It is noteworthy that although Freedman et al‘ were unable to obtain significant 
difference in skin reactions to a variety of allergens between a small group of psychotic 
patients and a sample of medical students, they did find that the skin reactions of their 
psychotic group to histamine were significantly below the response of the student control 
group. This parallels unreported work of our group when we sought to develop a skin test 
to differentiate the ‘“‘normal’’ from the psychotic. It seems that certain other metabolic 
disorders occur with different incidence in psychotic and non-psychotic populations. In 
our survey of over 1,000 consecutive autopsies of hospitalized psychotic patients, a re- 
markably low incidence of both mammary and prostatic carcinoma (the glandular malig- 
nancies which are at times amenable to therapy with the hormones of the opposite sex) 
was revealed.® This finding implicates the sex steroid function in schizophrenic patients 
and supports Hoskin’s view that they may tend toward inversion. 

Abnormalities in intermediate metabolism also seem to differentiate patients with func- 
tional psychoses (particularly schizophrenia) from non-psychotic persons. These differ- 
ences, too, can serve as features of a composite index of physiologic functioning. Three 
physiologic observations are especially worthy of notice since they represent observations 
that may be made in the course of relatively routine clinical laboratory examinations. 

1. A high proportion of psychotic patients tends to produce glucose tolerance curves that 
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are abnormal—either flattened or of a diabetic type in the absence of other clinical indica- 
tions of diabetes.’ 

2. It has been reported by Bowman* and Reiss’ that schizophrenic patients not infre- 
quently show what we view as a dissociation of thyroid function in which an increased 
radioactive thyroid uptake is associated with either a normal or even a subnormal protein 
bound iodine level and basal metabolic rate. 

3. Our own investigations uncovered a high incidence of fasting achlorhydria or hypo- 
chlorhydria’® as characteristics which also help to differentiate schizophrenic patients from 
normal controls. 

In view of such metabolic differences, it is not surprising to find that psychotic patients 
may respond atypically to the administration of certain metabolites. These peculiarities 
of response may also be utilized in the development of an index of dichotomous functioning 
and should include the following facts: 

1. Psychotics as a group can tolerate high doses of histamine as contrasted with normals 
and psychotics." '* This tolerance can be measured either in terms of maintenance of 
diastolic blood pressure (the Sacklers) or as a function of skin test reaction (Freedman 
et al,° and Weckowitz and Hill*). 

2. Certain schizophrenics exhibit a marked elevation in sex steroid tolerance which ap- 
pears to be correlated with refractoriness to this therapeutic measure." 

3. Still other schizophrenics show an increased tolerance to thyroid hormone." 

The nature of the metabolic idiosyncrasies found in schizophrenia further suggests that 
one would expect differences in endogenous levels of metabolites in both blood and urine. 
Many such differences have been demonstrated. Investigation of blood cholesterol levels'*: 
has indicated that psychotics show a tendency toward lower concentrations than normal. 
Most recently, Akerfeldt!> has reported decreased ascorbic acid levels and increased cerulo- 
plasmin levels in the blood of schizophrenic patients. The discovery of serotonin in the 
brain and the recent work that points to its relationship to the action of reserpine suggest 
that psychotics may exhibit alterations in the metabolism of serotonin.'” 

Glutamic acid has long been implicated in brain metabolism, and consequently investi- 
gation of plasma levels of glutamic acid is an obvious line of inquiry. Munkvad!*: !9 in 
Denmark, utilizing an enzymatic method which permits the differentiation of glutamic acid 
from glutamine, reports a decrease in glutamic acid but an increase in glutamine in the 
plasma of psychotic patients as compared to normal. Our group at Creedmoor, employing 
a microbiologic method which did not differentiate between glutamine and glutamic acid, 
found an increase in the total glutaminate concentration (determined as the acid) in the 
plasma of psychotic patients.”°:*! Although the microbiological method yielded total 
values that are lower than those obtained from the enzymatic method, both methods sup- 
port the view that real differences exist between the plasma glutamate levels of psychotics 
and normal controls. 

The suggestion by Hoffer” that certain epinephrine derivatives, such as adrenochrome 
and adrenolutin, are potential schizophrenogenic factors, indicates that indoles derived 
from epinephrine metabolites may be present in blood and urine of schizophrenics. Hoffer 
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found that specially treated wool absorbed greater amounts of such substances from the 
urine of schizophrenics than from the urine of non-schizophrenics. By direct staining of 
this wool factor, specific indole colors were obtained. Hoffer believes that in normal indi- 
viduals the indoles come from intestinal putrefaction, whereas in schizophrenia that source 
is relatively unimportant as compared with the contribution made by the altered epinephrine 
metabolism. 

Alterations of adrenal cortical functions in schizophrenia has been of continuing interest 
to many investigators.**» The levels of circulating eosinophiles and determination of the 
lymphocyte neutrophil ratios (both primitive experimental indicators of adrenal cortical 
function) show a significant positive although not absolute correlation with the improve- 
ment in clinical status of patients! during sex steroid therapy. In a study on the nature 
of adrenal cortical response to stress in normal individuals and a group of chronic long 
term schizophrenics, Pincus, Hoagland and the Worcester group” found no significant 
differences between the two groups in the resting state with regard to the levels of 17-keto- 
steroids, uric acid, potassium, or creatinine in the urine. The patients were shown to have 
significantly greater amounts of sodium and significantly smaller amounts of neutral re- 
ducing lipid material in their urine. However, the chronic schizophrenics as a group showed 
a striking inability to respond to stress with an increase in steroid output, despite the fact 
that their resting 17-ketosteroid excretion was normal. The schizophrenics, unlike Addi- 
sonian patients, have functional adrenal cortices, but their adrenal cortices are in general 
unresponsive to stress and unable to alter their action in the face of changing situational 
demands. Pincus and Hoagland have also found no aldosterone in the urine of a majority 
of chronic schizophrenic patients. Co Tui et al** have investigated 17-hydroxycorticosteroid 
levels in plasma and have found no significant differences between agitated schizophrenics, 
deteriorated schizophrenics and normals. However, Freeman et al,” in a study of the levels 
of plasma corticoids in psychotics and normals, found that schizophrenics frequently had 
an increased plasma concentration of total free plasma-reducing steroids, while the hydro- 
cortisone-like compounds of plasma usually fell in the lower range or below the normal 
concentration. 

Finally, certain more general characteristics of blood have proved useful in effecting a 
differentiation of psychotics and normal individuals. The work of Macht?’: 5 on the phyto- 
toxic reactions of blood sera from psychotic patients has shown that 80-90 per cent of such 
sera are definitely toxic for the roots of Lupinus albus seedlings. In the studies carried out 
by our group at Creedmoor, the utilization of an ultrasonic device to measure the changes 
in the viscosity of blood as it clots has produced a method for the quantitative differentiation 
of schizophrenics from normals.®*: *°: ** The resulting hematosonographs, upon analysis, 
permitted the correct identification of 80 per cent of both groups. Altschule’s work on 
clotting time serves as further confirmation for the existence of these differences. 

Although a variety of differences exists between the physiological functions of psychotics 
and normal persons, no single criterion has yielded a completely satisfactory means of 
categorization. The fact that widespread general alterations in endocrinologic and metabolic 
functions are involved in these disorders, as well as in many non-psychotic states (e.g. 
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chronic disease and pregnancy), makes a single pathognomonic test appear to be remote 
because of the degree to which the individual metabolic manifestations of schizophrenia 
may often overlap with those of other disorders. At this time, therefore, it would be more 
fruitful to attempt a dichotomous quantitative differentiation of psychotics from non- 
psychotics on the basis of a set of parameters. Many of the above-mentioned differences 
are capable of quantitation; several are easily performed laboratory tests. A selection of 
the most valuable parameters can be made and weight assigned in accordance with effec- 
tiveness of the variable as a differentiator between known schizophrenic and control popula- 
tions. Such a procedure could well yield a composite profile which would permit the non- 
behavioral identification of the physiology inherent to schizophrenics. Physiodynamic 
theory suggests that the quest for such a multidimensional index can be profitable in the 
present while the search for THE factor which is thought by some to characterize the total 
physiology of the schizophrenias goes forward. 
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A One Year Study of L-Glutavite on Long Term 
Hospitalized, Elderly, Schizophrenic Patients” 


Louis P. Fincle, M.D.,+ and L. J. Reyna, Ph.D.t 


BEDFORD, MASSACHUSETTS 


Changes in Mental Hospital Populations. The continuous increase in the life span of the 
general population has been reflected in a sharp rise of mental disorders of older persons. 
Recent surveys reveal that approximately one third of the current first admissions to state 
mental hospitals consist of elderly patients 60 years or older.!. At the same time the general 
increase in life span has been reflected in the increased longevity of the chronically ill hos- 
pitalized mental patient. Table I, for example, shows the distribution of age among pa- 
tients in our Veterans Administration Hospital in which over 30 per cent were 60 years or 
older as of December, 1955. Thus hospital psychiatry is faced with the new problems posed 
by an increase in the total number of newly admitted elderly patients with mental dis- 
orders, as well as an increase in the number of long term hospitalized patients. The special 
problems in the care and management of these patients have led to a new area of study and 
treatment known as geriatric psychiatry.” 

This article is a preliminary report on the clinical findings following a one year study of 
the use of L-Glutavite on a group of elderly, long term hospitalized, schizophrenic patients. 

Effectiveness of Recent Drug Therapies for Elderly, Long-Term Patients. Although the 
introduction of tranquilizers has done much to improve the care and management of many 
patients with various mental disorders, these drugs have been found in many instances to 
give rise to serious side effects, especially in elderly patients in whom tolerance of these 
drugs is limited.* 

This fact has led to renewed interest in other drugs for mentally ill, elderly patients. 
Thus for such patients the use of pentylenetrazol (with and without nicotinic acid), iodides, 
vitamins, hormones, glutamic acid and its derivatives, and so on, has been undertaken and 
reported on, since these drugs did not appear to have the serious side effects already referred 
to. The effectiveness of these drugs is not yet clear, since some investigators report bene- 
ficial results that others fail to confirm.* 

Glutamic Acid and Brain Physiology. Of the afore-mentioned drugs, the role of glutamic 
acid in brain physiology has increasingly received the attention of investigators in the field 
of mental illness following early biochemical studies in which the prominent role of this 
substance in brain physiology was pointed out.°® 

Glutamic acid is regarded as the only amino acid oxidized in the brain to any appreciable 
extent and thus differs from other amino acids as a class.°> Furthermore, its concentration 
is greater in brain tissue than in any other tissues of the body except in the spleen.* Its 


* From the Veterans Administration Hospital, Bedford, Massachusetts. 

t+ Senior Psychiatrist, Veterans Administration Hospital, Bedford, Massachusetts, 

t Hospital Research Consultant, Veterans Administration Hospital, Bedford, Massachusetts; Associate 
Professor, Department of Psychology, Boston University, Boston, Massachusetts. 
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significance in the metabolism of nervous tissue was demonstrated by Krebs who found, 
using a brain slice technique, that brain cells were able to synthesize glutamine from glu- 
tamic acid and ammonia. Weil-Malherbe further showed that the end product of glutamine 
involved ammonia disposal and utilization. Another important function ascribed to glu- 
tamic acid is that under certain conditions it may maintain the respiration and function 
of nervous tissue in a manner comparable to glucose.°® 

Although the mode of action of glutamic acid is still uncertain, various hypotheses have 
been offered and reviewed by Weil-Malherbe.* Several investigators believe the action of 
glutamic acid to be adrenergic. Another hypothesis is that the ingestion of glutamic acid 
drives other amino acids from the blood stream so that they are better utilized by the tissues. 
In addition, other investigations have provided evidence that glutamic acid is involved in 


TABLE I 
Age of Male Patients in Entire Hospital* 


Cumulative 
Age No. of Patients Percentage Percentage 
80 and over 14 0.74 0.74 
70 to 79 48 2.55 3.29 
60 to 69 555 29.47 32.76 
50 to 59 314 16.68 49.44 
40 to 49 260 13.81 63.25 
30 to 39 522 27.72 90.97 
20 to 29 164 8.71 99.68 
Under 20 1 0.05 
Not known 5 0.27 


Total 1883 100.00 


* December 31. 1955. 





controlling the concentration of ammonium ion, in regulating energy production through 
the citric acid cycle, in regulating relative amounts of free and bound acetylcholine, and in 
affecting distribution of potassium ions in nervous tissue.’ 

Glutamic Acid and Mental Illness. Two studies report on the use of glutamic acid for 
chronic psychotic patients. Ewalt and Bruce* in 1948 described a brief study of a group of 
42 schizophrenic patients in whom symptoms were characterized by apathy, complaints of 
weakness, fatigability, and lack of interest in their surroundings prior to the study. After 
the use of glutamic acid, they found that there was increased movement and interest displayed 
by these patients in their environment as well as an increase in energy output in those showing 
improvement. The improvements were temporary in some and prolonged in others and 
consisted primarily of spontaneous activity ‘“‘such as getting up out of bed, taking an interest 
in ward activities. . . . In all instances the improvement was an increase in motor activity.” 
More recently, Himwich reported on a study of a group of 27 long term, elderly psychotic 
hospitalized patients with varying types of schizophrenic reactions and chronic brain syn- 
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dromes. He found that monosodium L-glutamate resulted in clinica] improvements of various 
types of behavior.° 

L4Glutavite in Mentally Ill Patients. L-Glutavite has received increased attention by in- 
vestigators, particularly for use in elderly patients, since it is presumed that in these pa- 
tients brain physiology is significantly impaired on the one hand, while a low threshold for 
side effects is present on the other hand. 

The nutritive supplement, L-Glutavite, is a mixture containing the ingredients, mono- 
sodium L-glutamate plus vitamins and minerals.* It is presumed that the glutamate, after 
absorption, appears in the blood stream as glutamic acid and that it is the main ingredient 
affecting cerebral metabolism. The vitamins are presumed to act as coenzymes in this 
process. Also, the vitamins plus the minerals may contribute toward correcting deficiencies 
that frequently exist in elderly psychotic persons with disturbed eating habits. 

In three recently published studies on the use of L-Glutavite on elderly patients it is 
reported that encouraging results were noted in mental and social behavior. 

Barrabee et al!® investigated the effects of L-Glutavite, vitamins and pentylenetrazol 
on 30 elderly psychotic women (3 test subgroups of 10 each) in a state hospital over a three 
month period. The average age was 75.5 years, the average hospitalization was two years, 
and the psychoses had been manifested less than two years prior to commitment. Seventy- 
five per cent of the cases were diagnosed as chronic brain syndromes with cerebral arterio- 
sclerosis, and the remaining 25 per cent were senile psychotics. During the investigative 
period a program of ward improvement and increased social activities was instituted and 
personnel was increased to assist with the augmented program. While this contributed to 
the conclusion that “all subjects showed significant improvement in mental and social 
behavior,’”’ the L-Glutavite group showed significantly greater improvement in more cate- 
gories and items than did either of the other two groups; the vitamin group showed less 
improvement, and the pentylenetrazol group showed the least improvement. 

Katz and Kowaliczko" reported a three month study of the effects of L-Glutavite on a 
group of 27 white, chronically ill patients with an average age of 72 years, who were re- 
siding in an institution for the aged and who “manifested evidence of mental deterioration, 
depression, anxiety, insomnia, anorexia, weakness and fatigue.’’ Their results reveal that 
18 of the 27 patients who showed no serious incapacitating or organic diseases responded 
favorably to L-Glutavite by manifesting some degree of improvement in the mental and 
motor activity. 

Johnson Chu” found a significant improvement in the physical and mental condition of 
15 patients out of a group of 17 elderly patients in a state hospital who were treated with 
L-Glutavite for a two month period. The patients ranged in age from 52 to 90, all were 
afflicted with generalized arteriosclerosis, and 12 had chronic brain syndromes with psychotic 
reactions. The improved patients showed a noticeable reduction in mental symptoms, ap- 


* Two level teaspoonfuls of L-Glutavite is equivalent to: monosodium L-glutamate, 3.48 Gm.; nicotinic 
acid, 45.0 mg.; Pyridoxine Hydrochloride, 0.7 mg.; thiamine mononitrate, 0.6 mg.; riboflavin, 0.8 mg.; ascorbic 
acid, 30.0 mg.; ferrous sulfate, 11.0 mg.; and dicalcium phosphate, 910.0 mg. 
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peared healthier, showed a decrease in complaints of weakness and fatigability, and mani- 
fested increased activity. 

In view of the favorable reports of the eftect of L-Glutavite on the behavior of the long 
term, elderly, psychotic patient, this study was undertaken to investigate its effect on the 
ward behavior of elderly schizophrenic patients. 

Selection of Patients. The group of patients selected for this project had for many years 
been unresponsive to the usual standard psychiatric therapies and had a poor prognosis. 
They were all classified in a building of four wards devoted primarily to the care of severely 
regressed patients who required continuous care and assistance in their daily habits, such as 
dressing, feeding, training in toilet habits, and the like. A breakdown of patients according 
to diagnosis is presented in table II. Many of these patients had regressed to the infantile 
or primitive level or to the terminal state of regression," being entirely dependent upon 
the nursing service personnel for their existence and requiring frequent medical and surgical 
attention for infections and injuries to which they were prone. Many were semi-invalids 
due to various physical disorders precipitated by the disturbed or impaired physiologic state. 

These patients led a static, inactive existence year in and year out. Their clinical records 
were replete with such monotonous phrases or clichés as ‘‘continues mute, asocial, seclusive, 
preoccupied, confused, aimless and bizarre in his behavior, disinterested, dissociated,’’ and 
soon. They did not participate or avail themselves of the various ward activities or social 
events going on about them. This inactivity and negativism created a sense of frustration 
and rejection in the ward personnel and the volunteers, which is a state of affairs also found 
by Ginzberg.? The patients were frequently described as ‘too regressed or deteriorated”’ to 
participate and were relegated to the “hopeless and untreatable,”” commonly referred to as 
the “hard core.’’ Many of these patients, because of long continued hospitalization, ad- 
vanced age, physical incapacities, and infirmities had been given up as hopeless as far as 
rehabilitative measures were concerned. 

A group of 42 such patients were selected in accordance with the following criteria. (1) 
All were classified as schizophrenics. (2) All were 60 years or older. (3) All had been con- 
tinuously hospitalized at the Veterans Administration Hospital in Bedford for 15 years or 
longer. (A majority of these patients were hospitalized for many years at state hospitals 
prior to admission to Bedford.) 


TABLE II 
Diagnoses for Patients in Entire Building of Four Wards Prior to Project* 





Diagnosis No. of Patients 
Schizophrenia 143 
Chronic brain syndrome 31 
Manic depressive + 
Involutional psychosis 2 
Total 180 


* August, 1956. 
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TABLE III 
Average Age of Patients and Years at Veterans Administration Hospital* 


Group Age Years 
Experimental 63.1 23.5 
Control 63.5 21.9 

32.7 


Averages for the entire group 63.3 


* Bedford, Massachusetts. 


The 42 patients were divided into two groups, 22 in the experimental group and 20 in the 
control group. The patients were assigned to the two groups by the hospital research con- 
sultant from a list of 180 patients in the building to equate for: age, schizophrenic cate- 
gories, origin of previous ward, and length of hospitalization. The final list of the patients 
was known to the hospital research consultant, who was not involved in the clinical evalu- 
ation, and the two aides not from the project ward, who prepared the L-Glutavite* for 
distribution. Table III presents the average age and length of hospitalization of the patients 
in the two groups. 

Plan of Study. In order to control the effect of ward climate, all patients were placed on 
one ward. This had further administrative advantages for serving the nutritive supple- 
ment and for concentrating all observers on one ward. 

The study was divided into 4 three month periods. The first three months served as an 
observation period during which all patients received plain tomato juice. This was done in 
order to offset any sudden effects following the introduction of L-Glutavite plus tomato 
juice, the latter being used as the vehicle for the nutritive supplement, and to disguise the 
presence of the L-Glutavite. 

In the second three month period, the L-Glutavite in the tomato juice was introduced to 
the experimental group while the control group continued to receive plain tomato juice. 
In the next three months all patients in both groups received plain tomato juice, and the 
final three month period was a repetition of the second three month period. 

To insure that the clinical assessment by the senior author and the ratings by ward per- 
sonnel would not be influenced by knowledge of who was getting the nutritive supplement, 
the following procedure was utilized. A bulk solution of L-Glutavite was prepared by an 
aide not from the project ward, and this aide poured the L-Glutavite mixture as well as the 
plain tomato juice into individual cups on a tray bearing all the patients’ names. As men- 
tioned earlier, the names of the experimental and the control groups were known only by 
this aide and an alternate aide who were not otherwise involved in the study. These cups 
were distributed by the aides on the project ward three times a day, seven days a week, 
for one year. 


* The L-Glutavite used in this study was generously supplied by the Gray Pharmaceutical Co., Inc., Newton, 
Mass. 

+ The bulk powder of L-Glutavite used in this project was mixed with tomato juice so that each 2 ounce 
dose contained 2 teaspoons of L-Glutavite. 
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ASSESSMENTS OF PATIENT BEHAVIOR 


1. The Physiologic Measures. Since L-Glutavite is alleged to affect certain physiologic 
processes in the individual, skin temperature tests (oscillometric and thermocouple readings) 
were obtained on all patients before and after the experimental phase. Electroencephalo- 
grams were done, but all were found to be within normal limits and therefore were not re- 
peated following the project. Laboratory studies, including urinalysis, blood count, blood 
pressure, and temperature and pulse were also recorded at intervals. 

2. Rating Scales. All patients were rated following each three month period by the 
ward personnel on the three shifts so that a twenty-four hour behavior rating was obtained 
throughout the entire project. Two scales were used, namely, The Barrabee-Hyde Hospital 
Social Adjustment Scale and the Bedford-Kraus Social Responsibility Scale. 

3. Clinical Evaluation. The patients were observed clinically by the senior author during 
routine daily ward rounds, frequently during periods throughout the day, and occasionally 
during the evening hours throughout the period of the project. 

Clinical assessments of the patients’ behavior were recorded at three month intervals. 
In addition, frequent notes were made on a master sheet whenever patients showed any 
change in behavior. The nursing personnel concerned with the care of these patients was 
interviewed at frequent intervals with regard to each patient’s appearance, eating habits, 
toilet habits, interests, productiveness, initiative, aggression, verbal interactions, and bizarre 
behavior. These particular items were chosen since it was on the basis of these aspects that 
patients were assigned to the “back ward building’’ for specialized nursing care and super- 
vision. Furthermore, the inability of the patients to function in these particular areas was 
basically the deterrent force that prevented them from achieving a better social level, and 
made it impossible to consider them for transfer to open wards, privileges, home visits, con- 
sideration for family home care and return to a more satisfactory social existence, even on 
a limited level. 

4. Ward Climate. The ward appearance, routine, and ancillary and social activities were 
not changed in any way from those existing prior to the project. As before, participation 
in any of the ward occupational therapy or social activities was entirely voluntary. No 
patient was urged to participate in any of the ward activities unless he was willing to accept 
the activity. Thus the ward climate was kept at approximately the same level as had 
existed prior to the project. 


RESULTS OF CLINICAL FINDINGS 


As indicated earlier, this report is concerned only with the presentation of clinical findings. 
Physiologic and rating scale assessments are now in the process of analysis and will be pre- 
sented in a later paper. 

All the patients in the experimental and control groups accepted the L-Glutavite mixture 
and the placebo (tomato juice) without resistance. It is interesting to note that on other 
wards in which tranquilizers were being used, considerable resistance was manifested by the 
patients. Such patients would accept the drug only after considerable urging, whereas 
others would accept the drug and then would promptly spit it out. Furthermore, a number 
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of the patients resorted to cunning and devious ways of disposing of the drug, such as going 
out on the porch or to the latrine, holding the pill under the tongue or in the cheek, and 
disposing of it in due time. It is apparent that these features create a difficulty in regulating 
dosage of medication and expose patients to untoward reactions. 

On the project ward, it is interesting to note that no patient was given or required seda- 
tives, or tranquilizers, or any other drugs to control behavior during the year-long project. 


CLINICAL RESULTS 


On the basis of the various clinical assessments referred to earlier, the overall clinical 
results for the two groups are presented in table IV. A more detailed analysis of the clinical 
results is presented in table V. 

The most marked improvement following the use of L-Glutavite was noted in activities 
of daily living and self care. Patients who had been previously dressed in drab hospital 
clothing (coveralls) and blanket slippers, due to their careless, untidy, denudative, and 
destructive manifestations and slovenly eating habits, were dressed in their own clean 
clothing. They took a personal interest in their clothing and grooming habits, buttoning 
up shirts and flies, shaving themselves and combing their hair; they were neater in their 
toilet habits, using toilet paper and paper hand towels that previously had been used pri- 
marily to plug up sinks and toilets. Eating habits showed the highest degree of improvement 


TABLE IV 
Subjective Clinical Results 


Group Improved Unchanged 
Experimental 19 3 
Control 5 15 

TABLE V 


Patients Improved Versus Those Unchanged 


Experimental Group (per cent) Control Group (per cent) 
Behavior Improved Unchanged Improved Unchanged 
Appearance 73 27 20 80 
Eating habits 86 14 20 80 
Toilet habits 82 18 25 75 
Interests 77 23 25 75 
Productiveness 68 32 20 80 
Initiative 68 32 15 85 
Aggression 77 23 15 85 
Verbal interaction 77 23 0 100 
Bizarre behavior 77 23 0 100 
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in that slovenliness and bibs were no longer in evidence. Cafeteria style feeding was readily 
accepted and silverware and napkins were widely used instead of eating with their fingers, 
licking plates, and wiping their mouths and hands-on shirts or trousers. Improvement in 
ward behavior closely paralleled improvement in habits. Aggressiveness, destructiveness, 
hoarding, and scavenging were reduced to a minimum. Interests improved and many 
occupied themselves with new activities such as reading, watching television and ward 
movies, and actively participating in ward occupational therapy, and social events (dances, 
beano games, taking automobile rides with volunteers, going to the canteen, and the like). 
Several of the patients who showed an interest in sports attended several of the major 
league baseball games and other sport events. Many of the patients willingly participated 
in ward housekeeping, such as sweeping, dusting, making beds, polishing, and so on. 

A significant finding was the general improvement in the patients’ physical health. The 
appetite of the finicky and the poor eater improved, and spoon feeding, which had been 
prevalent previously, was no longer a problem. Upper respiratory and gastrointestinal dis- 
orders, which had been quite common previously, occurred only occasionally during the 
project period. Since patients became more cooperative and tolerant of treatment, such 
disorders as resistant skin rashes, foot infections, indolent leg ulcers, and hypostatic edema 
were more readily treated with usual therapies. There was a minimal but gradual weight 
gain that was within the normal range. 

Improvement in ward behavior was further demonstrated by a progressive decrease in 
overt aggressiveness during the project. The lowest number of altercations occurred on the 
project ward, as compared to the other three wards during the twelve month period. There 
was a total of 66 altercations for the entire four wards (table VI). Three of the four alter- 
cations on the project ward were initiated by control patients, and the other occurred between 
two patients in the experimental group. Destructive, self-abusive, and disturbed behavior 
was significantly reduced. 


TABLE VI 
Altercations During Period of Project* 
Comparison of Project Ward with Other Three Where Tranquilizings Were Used 














No. of No. of Altercations No. on 
Ward Patients Altercations (per cent) Tranquilizers 
A 53 15 23 28t 
B 43 33 50 23t 
C$ 42 4\| 6 0 
D 42 14 21 37€ 
Totals 180 66 100 88 # 
* August, 1956 to August, 1957. || Three of the four altercations were precipitated by 
+ One patient on two tranquilizers. patients in the control group. 
t Two patients on two tranquilizers. ( Thirteen patients on two tranquilizers. 
§ Project Ward. # Sixteen patients on two tranquilizers. 
14 volume xix, number 1, March, 1958 


JOURNAL OF CLINICAL AND EXPERIMENTAL PSYCHOPATHOLOGY 








prety 


a 
2 a sad am hain - sasbaa ) 


ar 








i 
5 
i 
4 
q 
4 
i 
| 

















A ONE YEAR STUDY OF LGLUTAVITE 


Side Effects. The only side effect noted during the project was a mild to moderate degree 
of flushing of the face in 6 patients in the experimental group. This occurred during the 
first week of the introduction of the L-Glutavite mixture following the first dose given prior 
to breakfast. There were no other complaints from these patients and no ill effects occurred. 
When the mixture was given following breakfast, no further flushing occurred throughout the 
remainder of the project. 

Project Patients Previously on Tranquilizers. At the conclusion of the clinical evaluation, 
patients who had received tranquilizers prior to the project were compared in their responses 
to L-Glutavite. A total of 21 patients had been previously on tranquilizers, 9 of whom had 
been in the experimental group and 12 in the control group. Although all 9 of the patients 
in the experimental group responded to L-Glutavite, only 1 of this group previously had 
responded to tranquilizers. Of the 12 patients in the control group, 1 patient had showed 
improvement on tranquilizers previously, but had regressed to previous behavior during 
the course of the study. 

Effects of L-Glutavite. The effects of L-Glutavite were gradual, a maximum effect being 
reached and sustained after four weeks. On discontinuance of L-Glutavite, loss of beneficial 
effects was more rapid, occurring in two to three weeks, although the patients were still on 
the placebo mixture. 

It is interesting to note that during the initial three months’ observation period, patients 
in both groups showed noticeable improvements. However, with the introduction of L- 
Glutavite, improvement was accelerated for the experimental group, whereas the control 
group gradually lost the initial improvement and returned to its pre-project status. During 
the second placebo period, for both groups, gains made by the experimental group were 
noticeably reduced, whereas the control group showed no change. However, with the re- 
introduction of L-Glutavite, the experimental group for the most part once more displayed 
previous gains and even exceeded them in some instances. 

In the clinical evaluation presented in the previous sections, improvement changes were 
based on a comparison of the first observation (placebo) period with the final three months 
L-Glutavite period. 


DISCUSSION 


A number of the so-called hard-core or hopeless group of unresponsive, emotionally and 
intellectually deteriorated, elderly, long term hospitalized schizophrenic patients, who make 
up a large segment of the chronically ill in our hospital population, were studied. It became 
apparent that such patients possess a latent potential and a capacity to improve from a 
social and behavioral aspect, even if the psychosis remains unaltered. This results in a more 
optimistic outlook for the patient’s future in that he may be capable of functioning on a 
satisfactory social level and capable of taking care of his own daily needs. 

In reviewing the over-all results of this study with L-Glutavite, the following general- 
izations and implications were suggested. 

1. Nursing care is reduced to a minimum and is on a level that can be performed in a 
nursing home or by nonmedical personnel, such as volunteers, relatives, and the like, thus 
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relieving the overburdened hospital facilities and the short supply of nursing personnel for 
more acute and demanding situations. 

2. Those patients who are no longer a problem in management but for various reasons 
are incapable of leaving the hospital (that is, those with insufficient income or who are not 
self-supporting, have no known surviving relatives, or are rejected by their relatives) will 
require only minimal attention from personnel or may even be considered for transfer to a 
domiciliary type of veterans home. 

3. A most important implication pointed up by this study was the simple, effective, and 
safe procedure for prescribing and dispensing the nontoxic substance L-Glutavite to rela- 
tively large groups of elderly patients without the need of registered nurses. At no time 
throughout the year-long study was the nurse required to prepare, dispense, or chart medi- 
cation for this entire group of 42 patients, duties that are otherwise mandatory when using 
all other types of medication prescribed by physicians. The entire project was carried on 
by the nursing assistants (aides), who mixed and dispensed the L-Glutavite mixture, ob- 
served the patients, charted the results, including blood pressure, pulse and temperature, 
and rated the patients as already described. It is obvious that such a procedure for the care 
of the elderly, long term hospitalized patient is of tremendous value in relieving the shortage 
of overburdened registered nursing personnel in our psychiatric hospitals. 

4. The use of L-Glutavite in this study was not to investigate its effect on the psychotic 
process of this particular group of elderly, chronically ill, deteriorated, schizophrenic pa- 
tients, but to ascertain whether this hard-core group, who for the most part were previously 
unresponsive to any treatment, could in any way be stimulated to a better social level of 
existence and health. Taking into consideration their advanced age, limited physical and 
intellectual capacities, and prolonged institutional and indolent existence, the use of L- 
Glutavite was found to be therapeutically beneficial for general over-all social behavior and 
health. Of interest in this connection is the observation made by the senior aide in charge 
of the project ward who stated, ““This was the quietest and easiest group of patients to 
work with. They needed no coaching or persuading to carry out their daily activities of 
self care and habits or helping with the ward routine.” 

5. It was further noted that L-Glutavite could be safely and therapeutically used in poor 
risk elderly patients who were unresponsive to the tranquilizers and for whom tranquilizers 
were hazardous because of their serious side effects. L-Glutavite was well tolerated at the 
dosage used in this year-long project. The patients were free of detrimental side effects 
including those patients who previously had adverse reactions from the use of tranquilizers. 
In marked contrast to the frequently seen undesirable effects of tranquilizers, such as apathy, 
diminished psychomotor activity, drowsiness, and the sluggish, aimless, stifflike appearance 
and gait, which was often characterized as ‘acting like zombies,’’ the L-Glutavite patients 
were alert, active, and more interested in their environment and social activities. 


CONCLUSIONS 


In summing up the general over-all preliminary findings following the use of L-Glutavite, 
it is noted that a majority of the patients became more active and more interested in their 
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environment. Previously these patients had been indolent and vegetating, were immobile 
throughout most of the day, assumed fixed and bizarre positions on the floor or chair, re- 
quired assistance in dressing, had to be led to meals and urged to eat or had to be spoon fed, 
and could not be stimulated in any way to participate in activities. Many became easily 
motivated to assist with ward housekeeping, such as making beds, sweeping, mopping, 
waxing, and polishing floors. Others participated in ward and clinic occupational therapy 
willingly. Several showed an interest in reading material, and others in card playing, jig 
saw puzzles, and attending ward movies and auditorium social functions. 

One of the most stimulating and hopeful signs that some of this hard-core group of pa- 
tients could be salvaged and were capable of functioning on a satisfactory social level became 
evident when a number of these patients were able for the first time during their hospital- 
ization to accept and handle privileges satisfactorily. 
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RESUMEN 


Al resumir los ensayos clinicos llevados a cabo con L-Glutavite, se observé que la mayoria 
de los pacientes hicieron una vida mas activa y se interesaron mds en su medio ambiente. 
Anteriormente estos mismos pacientes habian sido indolentes y llevaban una vida vege- 
tativa, pasaban la mayor parte del tiempo inméviles, adoptaban posiciones fijas y bizarras 
sobre el piso o las sillas, necesitaban ser ayudados para vestirse, habia que animarlos a comer 
o alimentarlos a cucharadas y no habia manera de estimularlos para que intervinieran en 
actividades sociales. La medicacién hizo que se interesaran en ayudar a la encargada del 
cuidado de la sala, a participar en trabajos como hacer las camas, barrer, lavar los pisos, 
encerarlos y brillarlos. Otros atendian gustosos a la terapia ocupacional de la sala. Varios 
de ellos mostraban interés en las lecturas y otros en jugar con cartas y rompecabezas, en 
atender a las funciones de cine en la propia sala y en asistir a los actos sociales que tenian 
lugar en el salén de actos. 

Uno de los signos mds estimulantes y esperanzadores que indica que algunos de los pa- 
cientes de este grupo “‘dificil’’ podrian ser readaptados y ser capaces de actuar en un nivel 
social satisfactorio, se hizo evidente cuando varios de estos pacientes pudieron, por primera 
vez desde su hospitalizacién, aceptar y disfrutar con agrado de los privilegios que se les 
concedian. 


RESUME 


Résumant d’une maniére générale l’ensemble des notions préliminaires acquises avec 
l’emploi du L-Glutavite, on a observé que la plupart des patients devenaient plus actifs et 
plus intéressés 4 ce qui se passait autour d’eux. Auparavant, ces malades étaient indolents, 
apathiques, immobiles pendant presque toute la journée; ils prenaient des postures stéréo- 
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typées, bizarres, assis sur une chaise ou sur le plancher; ils avaient besoin d’aide pour s’habiller; 
il fallait les mener a table, insister pour qu’ils mangent ou les nourrir a la cuiller. Rien ne 
pouvait les inciter 4 prendre part aux activités de la vie ordinaire. Beaucoup d’entre eux 
peuvent maintenant étre amenés a participer aux travaux d’entretien de la salle; faire les 
lits, balayer, épousseter, cirer et astiquer les planchers. D’autres se sont soumis volontiers 
4 la thérapie artisanale. Plusieurs se sont intéressés 4 la lecture, aux jeux de cartes, aux 
puzzles, aux présentations de films dans la salle et se rendaient aux réunions tenues dans la 
salle de conférences. 

Un des signes les plus intéressants et encourageants de la possibilité de réadaptation de 
certains groupes de sujets “‘insociables’’ était que, pour la premiere fois au cours de leur 
hospitalisation, ils se sont montrés capables de se rendre compte et de profiter des moyens 
mis a leur disposition. 
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In the last eight years there have been many descriptions of the intense and varied effects 
of lysergic acid diethylamide (LSD) intoxication, but few have been devoted to the possible 
therapeutic value. 

Busch and Johnson! first suggested that the drug might be turned to a therapeutic effect, 
pointing to the reactivation of anxiety and fear with sufficient euphoria to permit recall of 
the provoking experience that resulted from its administration. Sandison,?: * who claimed 
quite striking results from its use combined with psychotherapy, commented upon the 
problems that face the therapist in his efforts to help his patient come to terms with and 
assimilate the unconscious. He concluded that emotional experience was the best “‘recaller 
of the past,’’ that LSD probably acted by a chemical mechanism that resulted in the release 
of repressed memories, and that therein lay the great value of the substance. Frederking‘ 
has also stressed the ‘“‘psychocarthartic effect’’ of the drug and the reactivation of emotion- 
ally tinged early memories. 

However, the therapeutic significance of recovered memories remains controversial. 
Alexander’ is of the opinion that recovery of memories is the result of therapeutic progress 
rather than the cause of it. In this way they become the barometer of progress indicating 
the ego’s increased ability to face repressed emotional situations. Freud remarked that 
“from the repetition reactions which are exhibited in the transference, the familiar paths 
lead back to the reawakening of the memories which yield themselves without difficulty 
after the resistances have been overcome.’’ Anna Freud® has underlined the ease with 
which id derivatives are brought into consciousness but points out that the problems of 
therapy hinge upon the analysis of the defensive mechanisms of the ego. Thus it would be 
expected that improvement with LSD might be a more complex matter than mere catharsis. 

Abramson’ has expressed the belief that in persons under LSD a state of both “ego de- 
pression and enhancement”’ occur simultaneously, but that the latter Jeads to an increase 
in the integrative functions of the patient’s ego. The predominance of the one or the other 
is dependent upon the relationship with the therapist. 

Sargant and Slater,* in a somewhat polemic discussion of the therapeutic effects of drugs, 
considered that the most important function of a drug was to induce in the patient a state 
of mind in which he would be particularly open to a psychotherapeutic procedure, whether 


* This work was done at the Maudsley Hospital, London, the Allan Memorial Institute of Psychiatry, 
Montreal, and St. Michael's Hospital, Toronto. 

+ Present address: The University of Toronto, Department of Psychiatry, Toronto, Ontario, Canada. 

t Present address: The Allan Memorial Institute of Psychiatry, McGill University, Montreal, Quebec, 
Canada. 
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one of suggestion, exploration, or abreaction. They compared the results of drug adminis- 
tration with those of psychoanalysis, pointing to a qualitatively similar increase of trans- 
ference and process of abreaction, and breaking up of old patterns of thought with im- 
plantation of new ones. 

The present report arose empirically from our experience with LSD, which was given 
under experimental conditions; during the period of administration, it appeared that definite 
constellations of interpersonal factors underlay some of the situations that developed and 
that these, if understood, might have therapeutic application. Therefore, this drug was 
given to a number of patients within the totally different situation of therapy, and it is 
with this method that we are now concerned. 

Without wishing necessarily to mimic Sandison’s selection of hopeless cases, we were 
limited by referral of patients almost entirely to those for whom the prognosis was poor. 
This seems natural enough and applicable to most new and untried remedies. The older 
and more proved method is tried first, and only if this fails is the new and unproved method 
used. We were particularly interested, however, in treating obsessional neurotics, where 
the subject isolates ideas from affects and thus may continue to speak even when in a stage 
of resistance. It was considered that a disruptive drug might lead to more meaningful asso- 
ciations and prevent a continuation of rumination within the therapeutic situation. 

Twenty-three patients were treated, of whom 15 were men and 8 were women. The age 
range was from 18 to 64 years. Treatments varied from | to 25 in number, and dosage from 
25 gamma to 500 gamma of lysergic acid diethylamide. The duration of treatment was 
from a few weeks to four months, extending into more orthodox psychotherapy for up to 
one year. Eleven patients suffered from obsessional illness, although not all of these were 
classical obsessional neuroses. The remainder, with the exception of 1 schizophrenic, suffered 
from a miscellany of psychoneurotic syndromes, most frequently embracing anxiety and 
depression. Over all, 12 patients improved, 9 were unchanged, and 2 became, at least tem- 
porarily, worse. Of those with obsessional illness, 5 improved, 5 were unchanged, and | 
became worse. 

Although these results approached those of Sandison, they were of the order, even in 
patients of poor prognosis, that might have been obtained by a variety of treatments. 
Thus it is more with procedure than the end result that we are here concerned. 

All treatment was done in the hospital and all except 2 of the patients, who were espe- 
cially admitted for therapy, required hospitalization for the severity of their symptoms. 

Usually the treatment was given once a week and this appeared to be sufficiently frequent, 
although it was increased to twice a week in some patients. The patients were visited on 
the preceding and following day and usually for some forty-five minutes at the height of 
the drug reaction. The severity of some reactions precludes the use of the drug in out- 
patient work, in our opinion, although in several instances orthodox outpatient psycho- 
therapy was continued quite successfully after initiation of treatment with LSD. 

It will be useful for our purpose to deal with the phases of the intoxication and the mo- 
tivations that succeed each other in the development and abatement of the process. For 
convenience the process may be divided into stages, namely, (1) preadministration, (2) ad- 
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ministration, (3) latency or development, (4) full effect, (5) accommodation, (6) termination, 
and (7) after period. 

Preadministration Stage. In this period the person is subject to considerable anxiety, 
particularly if he is uncertain of the nature and reason for the experience, and such time is 
obviously more suited for reassurance than exploration. Thus it was our custom to make 
contact with the patient on a preceding day or days in order to explain the procedure and to 
examine motivation and possible goals of therapy. We introduced the drug as one that had 
been found to be an aid to psychotherapy in some patients, one which would certainly make 
them feel different for the space of some hours, but which might or might not be of help 
in their particular illness. Clearly, suggestibility could be considerably increased by this 
initial contact, but in our efforts to reach some objective assessment of the efficacy of the 
drug we attempted to be as neutral as possible. 

Frequently the subject had previously received amobarbital or methamphetamine inter- 
views, which had either failed or had been interpreted by him as efforts to obtain information 
from him and the drug was considered as a kind of “truth drug.’’ This gave an initial bias 
against any similar process and it was necessary to point out that this was not our object. 
Rather, we were concerned with helping him to come to terms with his problems, which 
might appear to be different under the influence of the drug. 

Unless these explanations and assurances are given the patient will lack confidence and 
will behave in an unnecessarily defensive manner during the intoxication, which may well 
vitiate the entire treatment. If there is considerable negative feeling toward the therapist 
or previous therapist, a stormy course can be predicted and it is probable that in such subjects 
therapy with LSD should be delayed until there is a more positive transference. 

Administration Stage. The actual administration of the drug is also a very worrisome 
time for the patient and is best carried out in as simple a manner as possible; oral adminis- 
tration is preferable. Patients are sometimes taken aback by finding that the drug is taste- 
less and colorless and may suspect that they are being tricked. We found, however, that the 
intravenous route gave a more precise time of onset and course of intoxication. For possible 
outpatient use this might present an advantage, for on no occasion did we see the delayed 
reaction described by others following oral medication, which might thus be ascribed to 
vagaries of gastrointestinal adsorption. 

Latent or Development Stage. This stage is short, a matter of minutes to half an hour, 
following intravenous injection and long, usually one to two hours, after oral administration. 
During this time the patient is on guard for the development of untoward symptoms in 
himself and is searching and testing each physical sensation. During experimental tests, 
when check lists are presented to the subject or he has prior knowledge of the drug’s action, 
many symptoms may be noted. However, during the therapeutic situation, spontaneous 
complaints of these are rare. Unformed illusions, flashes of light, tinting, greater clarity of 
perspective, blurring of vision, faintness and nausea, and sensations of heat and cold, may 
not be considered abnormal or reported as such. Ideas of reference and increasing feelings 
of strangeness may also not be voiced. Occasionally extreme nausea and vomiting will 
commence early in the treatment and dominate the picture. This may not be a necessary 
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contraindication and, either through tolerance or some other mechanism, may abate on 
subsequent occasions. 

Patients who claimed throughout this period that they were not having any abnormal 
sensations frequently were found to be in a poor relationship with the therapist. Those 
with a good relationship ‘were, on the contrary, frequently hunting earnestly for symptoms 
with which to present the doctor. 

As this period develops further, the patients usually become less concerned with testing 
the normality of events. Synesthesias develop as does some difficulty in expression, so that 
the patient must keep his own counsel or talk with manifest thought disorder. The doctor 
can help by indicating his understanding of this process and his desire to help. At this 
time it is usually seen that the patient had an inward turn to his thoughts, observing pri- 
marily himself, or an outward one in which he is particularly aware of occurrences in the 
outside world, which he has difficulty in evaluating. 

Full Effect Stage. In the course of full effect of the drug, reality testing diminishes and the 
patient surrenders to the experience. Instead of being concerned with whether or not the 
experience is normal, the question is usually whether or not it is accepted. If accepted, 
there is usually an experience of “importance, significance or meaning.’’ Patients may feel 
that they have the answer to all the problems of philosophy, metaphysics, or the world. 
This is a thrilling and pleasant occurrence, approaching that of the mystics. 

Lindemann’ has attributed these new “‘insights’’ to excessive efforts to integrate elusive 
perceptual material. It seems that their occurrence indicates that the experience is within 
the capacity of the subject’s integrative function, that he need not fear it, and that he may 
in fact enjoy it. 

During such a reaction, the patient will feel close to the doctor and susceptible to his 
inquiries or suggestions. He may, however, resent the doctor’s encroachment on his pleas- 
urable reveries, but his thoughts are likely to be fluid and changeable. 

In this accepting phase the patient may regress markedly, aided by introceptive distortions 
and probably by recumbency. This occurred in some of our patients spontaneously and in 
others was induced by mild or moderate suggestion. The subject feels warm, relaxed, small, 
and juvenile. Distortion of the body image, shortening of arms, legs, and trunk aid this 
process. Out of such a state might come vivid eidetic memories of the past with violent 
swings of feelings to the therapist. At one moment he might be the kind, loving parent and 
the next the cruel, castrating, hated persecutor. Such feelings are frequently expressed in 
visual terms: beneficent ones of round, smooth, benign appearances and hostile ones of rat 
faced snarling, slit-mouthed, angular distortions. It seems that either perception influenced 
ideation, or the converse. 

A marked phenomenon during this phase of maximum drug action is a fluxlike waxing 
and waning of toxicity, and such alternations of feeling state seem at times to coincide with 
periods of increased intensity of disturbance. 


A 33-year-old married man had been discharged from the R.A.F. thirteen years previously after an aggressive 
outburst. Two years before, he had received insulin and electric convulsive therapy in a mental hospital, 
without much improvement in the growing tension and despondency. He was referred for consideration of 
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lobotomy, and initial attempts at psychotherapy and a trial of chlorpromazine for two months proved unre- 
warding. Following a small dose of 25 gamma LSD intravenously, he showed great lability of mood and was 
both verbally and overtly aggressive. Subsequently, with doses up to 300 gamma, he showed marked regressive 
phenomena. He felt that he was a small child much concerned over a bicycle, which was long and red, and 
his sister had broken it, although he felt that his father was condemning him for this misdemeanor. During 
this period he identified the therapist with both his harsh punishing father and his kind forgiving one. He said 
that he had not understood when a former therapist had told him that his father sat upon his shoulder, but 
that now he could understand it because he was experiencing again his father’s presence in this childish situation. 

In later treatments he was much concerned over urinary retention, which he equated with pregnancy, and 
the sensation of loss of his penis, a gratifying state to him, which he had previously fantasied during trans- 
vestite practices. He ruminated on his early incestuous relationship with his sister and on his desire for femi- 
ninity with its associated guilt. It seemed that by talking out these and other themes in a highly emotionally 
charged transference situation he was better able to deal with the overwhelming feelings these thoughts had 
previously evoked in him. 

He was discharged after some 14 treatments extended over four months and was subsequently seen once 
weekly in orthodox outpatient therapy by the same doctor who had administered the drug treatment. He 
continued to make excellent progress, returned to work, and later satisfactorily adjusted to a new therapist 


On the other hand, failure to accept the experience may either be a denial process or a 
complete failure of the ability to integrate the complex phenomena that are occurring. The 
former, together with isolation, was seen most often among obsessional neurotic persons and 
appeared to be an extension of their normal mechanisms of defence. 


A young man of 19 had severe incapacitating obsessional ruminations. Despite extremely high doses of 
up to 500 gamma of LSD given intravenously, he constantly repeated that he felt nothing. He could be seen 
to manifest the common autonomic changes but not until nausea had reached vomiting proportions did he 
mention its presence. He constantly regretted his inability to be of more help to the doctors. 

A man of 44, also with severe obsessional ruminations, retired into an inaccessible mute state when given 
LSD. He could give no explanation of how he felt either at the time or subsequently. This reaction was mani- 
fest even with doses below 100 gamma. 


In the latter it seems that, when perceptual stimuli (both exteroceptive and interoceptive) 
become overwhelming, the organism protected itself by shutting off perception, producing a 
regressive state suggestive of narcissistic withdrawal. Such a reaction does not apparently 
induce excessive anxiety and appears to be a satisfactory mode of psychic organization. 
Therapeutically, however, little approach can be made to the patient and if it continues the 
drug has little to offer. 

Laughter and depersonalization also seem to be defensive mechanisms. The mood is 
certainly frequently labile, with depression lurking behind apparent euphoria, but the 
laughter and humor with which the patient may invest the situation seem in fact to be an 
economy of inhibition. He is able to underline the unimportance of what is happening and 
how little, therefore, it matters. Nevertheless, the gaiety has an infectious quality and in 
contrast to other defensive methods may lead to an increase of empathy between patient 
and doctor, resulting in facilitation rather than inhibition of the therapeutic process. 

Depersonalization in its various forms is uncommon in treatment situations (in contrast 
to experimental ones) and, while stressing the ego alien experience the patient is undergoing, 
may point the way toward a useful objectivity developing within the emotional set. The 
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patient may sit beside himself as an observer or float above. However, this heightened self 
observation and repression of overcharged feelings is frequently transitory and may, if its 
significance is understood by the doctor, prove gainful of understanding. 

Catastrophic breakdown of defences with fear of impending ego dissolution was rare in 
therapeutic situations in our experience. Two instances in which this occurred in normal 
volunteer subjects, both psychiatrists, undergoing experimental testing could be traced, we 
felt, to situational factors. 


The first subject developed a marked paranoid reaction. He had extreme anxiety about his hostile aggressive 
impulses toward his colleague who was administering the drug; he experienced auditory hallucinations and 
abandoned reality testing. His experience was only partially halted by intravenous amobarbital, but subsided 
gradually over the next twenty-four hours. 


The disturbance in this instance seemed to center around a rivalry situation between the 
two doctors. Furthermore, in contrast to the usual procedure, a second experimenter was 
not present and little precaution for a possible explosive outburst had been taken. The 
subject feared his own loss of control and doubted the ability of the experimenter to take 
over this control either in psychic or physical terms. His own role as an analysand was also 
contributory and no doubt facilitated the process whereby latent phantasies became con- 
scious and replaced reality. 

In the second subject, mild persecutory and referential ideas had developed in a previous placebo experience; 
following 100 gamma of LSD, he felt that he had lost touch with reality and that all dimensions were lost. He 
showed extreme anxiety, which was somewhat relieved after intravenous amobarbital; he showed no soporific 
effect to 4 gr. but appeared able to integrate his experience. He later relapsed and did not respond to a second 
injection. He felt out of touch with reality for some days and persistently vomited all food for forty-eight 
hours. Vomiting was a reaction he had previously shown to occasional overindulgence with alcohol. 


Here it seemed that the previous placebo experience had set the stage for some distrust 
of the experimenters, which was further heightened by the lateness of one of them, resulting 
in doubt as to whether or not the drug would be given on that occasion. Thus the experience 
was entered upon in an anxious, rather hostile, frame of mind, which contributed if not 
caused this unusual reaction. 

Similar but less intense types of reaction, which did occur during the course of treatment, 
expose the doctor to rather more anxiety than is usual in psychotherapeutic situations. 
Nevertheless overconsciousness of his own role may lead the therapist to introduce an un- 
certainty into the situation, which is unsettling for the patient and diminishes his con- 
fidence in the ability of the therapist to take care of his regressive or impulsive demands. 
On either side are the extremes of overprotection, which may hinder treatment, and that of 
an overenergetic or picking approach, which may either drive the patient too hard or render 
him hostile to the therapist. 


A man of 30, whose paranoid state manifested an intractable morbid jealousy of his wife and who had failed 
in any way to respond to previous psychotherapy, was given a prolonged course of LSD. He received, in ail, 
25 treatments given at the rate of 2 per week. 

He had a number of early memories and claimed that he had felt as if he was sucking at his mother’s breast 
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on one occasion and on another that he was being reborn. He suffered greatly from ideas that he was very 
small and that he felt “knee high” to the therapist. The latter pursued his productions, energetically seeking 
to establish the details of early scenes and to interpret their meaning in terms of the present. After a period 
of apparent improvement, possibly as a protection against the enthusiasm of the therapist, amnesia developed 
for all the occurrences under therapy, and the patient continued repeating his jealousy symptoms with as 
much conviction as ever. The therapeutic situation was modified several times in order to relieve the patient, 
but without avail. Finally, LSD was abandoned and a course of electric convulsive therapy given without 


marked improvement. 


Although it might be said that such a symptom complex is notoriously difficult to treat, 
it was our feeling that perhaps the therapeutic situation had been injured by the furor thera- 
peuticus of the doctor. In this way excessive confrontation and interpretation, even in the 
presence of a facilitating drug, merely militated against insight and strengthened previous 
defences. 

It seemed, however, from this patient and from a schizophrenic whose condition became 
temporarily worse by LSD, that borderline or psychotic patients were unsuitable for this 
type of treatment. This again seems common sense, and there is abundant evidence 
now to confirm Federn’s original suggestions! that such patients need a facilitation of 
repression rather than a diminution. However, we had been led to try this treatment by 
our own and other workers’ experience that the schizophrenic is frequently far less, rather 
than more, disturbed by LSD than the normal, at least within the experimental situation. 
His greater acquaintance with distortion of reality may perhaps explain this phenomenon. 
However, this relationship clearly did not hold in the following case. 


A 26-year-old single man had suffered from severe paranoid delusions and deep depressions for some three 
years. Electric convulsive therapy and insulin coma had wrought little change in symptoms. He was seen in 
weekly psychotherapeutic interviews for nine months, again with little improvement, and LSD was tried in 
the hope of favorably influencing the existing psychotherapy rather than as a long term process. The patient 
showed complete mute withdrawal during the course of the intoxication. Subsequently, however, he voiced 
that he had been consumed by alternating anger toward the therapist and himself. He had caught sight of his 
own face in a mirror and this had appeared excessively horrible to him and his true self. If this was what he 
was really like, and he had little doubt on that score, the doctor had been committing a horrible crime by trying 
to convince him that he was different and, therefore, deserved to die also. 

This episode was followed by increasing depression with thoughts of suicide associated with greater paranoid 
ideation. A course of inpatient electric convulsive therapy did little to improve matters. 


In this case it seemed that the intoxicated state had so heightened an existing precarious 
ambivalence toward the therapist that the relationship became intolerable to the patient. 
In another instance, however, a single administration of LSD during regular psychotherapy 
was of definite value. 


A 21-year-old, deeply depressed girl, had lost her mother when she was ten years old and had rejoiced in 
new inexplicable joy and freedom. She grew ever closer to her father who in his turn treated her more like a 
wife than a daughter. The prospect of marriage precipitated a severe reaction with ideas of guilt and self 
decay. An intravenous injection of 100 gamma of LSD provided a vivid re-enactment of the themes of love, hate, 
and fear in relation to the therapist who was identified as the father. No further drug treatment was given, 
but this provided the turning point in the patient's illness. She was seen subsequently in orthodox psycho- 
therapy over the next year and continued to improve. 
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As this stage of the full effect of the intoxication progresses, the patient may feel out of 
contact with the world around him and consider the therapist impotent to help him. A 
calm understanding of this feeling will do much to reassure him, and there should be little 
attempt to pursue productions at this point. 

Accommodation Stage. The stage of accommodation is characterized by a reduction of 
the intensity of the experience. The patient looks upon the experience as something of the 
past and may frequently ruminate upon his productions. This is a period of integration and 
usually requires little therapeutic guidance. 

Termination Stage. Termination is usually a slow process covering some hours or the 
remainder of the day. We allowed the patients to be up and they usually took part in ward 
activities, although some preferred to remain in their rooms or in bed. In no therapeutic 
case was it necessary to use a tranquilizing drug or amobarbital to expedite this phase. In 
some patients, however, it was marked by restlessness and disquiet, and oral medication by 
any of these agents was helpful. 

After Period. On the following day the patient was usually in a reflective mood and ready 
to talk about his experiences. A short visit at this time often accomplished a great deal. 
For several days or longer after the administration, patients may have recurrences of the 
LSD experiences. Organic explanations of this phenomenon have been advanced, and they 
may be correct. However, it would seem that the shift in reaction to nonverbal levels is a 
functional one and that the patient must continue to test reality and realign himself for some 
days after intoxication. However, we have seen no untoward effects result’‘ng from this, 
but it might be a potential contraindication to outpat’ent use of the drug. Such reactions 
are most common after initial administrations, and repeated administration of the drug 
leads to tolerance. 

The Role of the Doctor. Most physicians who give this drug to patients have taken it 
themselves and this undoubtedly fosters empathy, although it cannot be regarded as a 
prerequisite. As in all treatments, the therapist’s belief in its efficacy strongly influences 
the results he obtains. This seems especially true of a treatment which, if the patient is in 
a good relationship to the doctor, markedly heightens his suggestibility. 

Thus the therapist wi!l find himself in his familiar role of guide, catalyzer, and limiter, 
adopting each role to suit the pace and activity of the reaction. However, since the ex- 
perience is an intensified one, the difficulties of the therapist are increased rather than the 
converse. Thus he may find himself exposed to extremes of negative or positive transference 
that he may find difficult to handle within his own resources. Limitation of the reaction 
rather than expedition would seem to be his function. Overenergetic interpretation or con- 
frontation appeared more harmful than otherwise. When repressive bonds are loosening, 
the integrative strength of the therapist becomes a necessary protection for the patient. 
Rather is the process one in which the subject himself becomes emotionally, in contrast to 
intellectually, aware of inner conflicts; he is not told but, experiencing the sensation, he may 
remark that he now knows. Fostering regression by mild, moderate, or strong suggestion 
appears a very safe and useful practice for the therapist. As we have noted, however, this 
probably only occurs under the favorable conditions of initial positive transference. 
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However, the sudden shifts of levels of psychic action are confusing no less for the therapist 
than for the patient, unless he is aware that his neurotic patient of an hour before is now 
functioning at the psychotic or near psychotic level. Many episodes of disturbed behavior 
seemed to be traceable to such errors. Some patients are concerned lest they should become 
violent, being aware of the difficulty of switching from a neurotic to a more normal method 
of handling aggressive impulses. They warn us, “I don’t know what I might do.’’ Although 
this is usually accepted rather philosophically, it is really an explicit warning of a poorls 
functioning reality sense, and we should be prepared, if we ask for trouble by promoting 


change, to be able and willing to handle it. 


A 30-year-old fetishist, referred to the hospital because of the social consequences of his habits, was first 
given amobarbital and methamphetamine interviews by his doctor without success. A course of LSD was 
commenced with the suggestion that the treatment might help him to reexperience earlier times and make 
discoveries that would relieve him of his symptoms. After several treatments, in which he had these memories 
ind scenes and in which he acted them out vividly. a sudden switch was made to a cool questioning approac! 
in an effort to realize the consequences of his actions and perhaps to discourage his interpersonal demands 
Shortly afterwards the patient struck another patient and subsequently put his hand through a window. The 
material was not searched or interpreted but he was given a ticking off and later he was transferred as a volun 


tary patient to a mental hospital. 


This incident was well documented by the physician in charge and could be clearly traced 
to dynamic change within the patient. The upsurge of id material and the attitude of his 
doctor had been interpreted by him as an invitation to relate in primary processes, which 
are of course largely nonverbal for all of us. The treatment staff was not attuned to this 
nonverbal language, found it too stressful to deal with, and interpreted it as evidence that 
the patient was too sick to be treated in the hospital. He was, therefore, transferred to an 
establishment for the more chronically ill. 

It is perhaps not amiss to point out that, if one invites or causes patients to behave in a 
psychotic way, one must be prepared to handle them in this state or to be justly accused of 
having caused a worsening of their condition. 

We experimented with the methods of multiple therapy.'' This appeared to have definite 
value in focusing hostile feelings on one therapist and rendering the task of the other easier. 
It was also peculiarly well adapted to the setting of a teaching psychiatric hospital, where 
the resident conducting therapy could be aided in this regard by the chief of service who 
represented authority with its negative connotation. 

The Role of the Nurse. Sandison et al* and Ball'* have described the opportunities and 
methods of function of nurses in their hospital. We considered the role of nurses in the treat- 
ment to be most important, since they provided a continuity of support and observation 
impossible for the medical staff to achieve. 

The requirement that a nurse should sit with the patient was made primarily to give 
support and nursing care. The sense of alien isolation was so strong that there was both a 
marked feeling of need of personal contact and, at times, panic if the patient found himselt 
temporarily deserted. Generally, women were found best as nurses for patients of both 
sexes. At some time during the LSD experience a mothering attitude was required with 
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gratification of physical comfort, hunger, or thirst and with provision of reassurance. It 
was rare to find the nurse involved in overt transference relationships, although this did 
occur from time to time. Requests to hold the nurse’s hand were usually complied with 
without questioning. The nurse usually kept a record of the patient’s productions, which 
was of great use as an aide-mémoire in recapitulating the experience with the patient sub- 
sequently. Similarly, by occasional questioning, the nurse was frequently able to aid 
introspection. 

Male nurses occasionally became involved in homosexual demands or conversely seemed 
to precipitate disturbed behavior in paranoid individuals. 

A 48-year-old man suffering from anxiety phobia had always been of a suspicious, sensitive nature. He 
showed little reaction to an intravenous injection of 100 and 200 gamma of LSD other than some mild increase 
ot his anxiety and depression. However, after he had received two treatments of electric convulsive therapy 
in the hospital, he was given an oral dose of 200 gamma of LSD and became acutely disturbed. He felt that 
the male attendants in his room were members of a gang of whom the head was his therapist and that they 
intended to’rape him. The hospital took on the appearance of a brothel and all those he came in contact with, 


especially men, offered a szxual threat to him. 


In general the nurse acted as a favorable catalyzer rather than an inhibitor, and the 
interest awakened in the staff helped provide an optimistic attitude toward such patients. 

Ward Organization. When handling an unusual treatment of this type, some special 
arrangements must be made or treatment days become the occasion for a great deal of 
dissatisfaction. Nurses need instruction in the types of responses to be expected and in how 
far to go along with and when to oppose or divert developments in the treatment situation. 
These points can be handled in ward conferences, which preferably include the nursing and 
supervising personnel involved. 

Too frequent changes in personnel may interfere with progress, since patients will then 
be attended by different or inexperienced nurses. Although not a contraindication to 
treatment, these factors may impede it. On the other hand, leaving one nurse with a patient 
for a series of injections may be unwise, since there may be some common problem that the 
patient and nurse share and that may be supported by this influence. 

The most important single aim in ward organization is the maintenance of good com- 
munication among the members of the therapeutic team. When this is maintained, the 
nurses will understand the aims of the psychiatrist and the state of the patient, and the 
psychiatrist will be aware of changes in the patient and of complicating factors at the earliest 
opportunity. 

It is important to have close attention paid to the patients and visits should be made at 
a minimum of every fifteen minutes, even when the patient is thought to be asleep. This 
supervision should be continued for the remainder of the day. 


COMMENTS 


It would be presumptive to enter into a discussion of psychotherapeutic techniques but 
it is apposite to point out that no general consensus of opinion yet exists of the best method. 
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The problems of brief psychotherapy would seem to us to remain as they were enunciated 
by Schilder™ nearly twenty years ago: ‘“‘What method is there to uncover the conflict under- 
lying the neurosis? How can we bring the patient to understand his conflicts? How can 
we bring the patient actually to use his insight?’ 

Methods of direct questioning such as pertain in Meyerian or Adlerian disciplines raise 
many technical problems. On the other hand, the method of free association or its modi- 
fications is not necessarily the best one, although undoubtedly a greater body of knowledge 
exists around it than around any other. Once material is uncovered, how is this to be mean- 
ingfully communicated to the patient? Psychoanalysis stresses the emotional reenactment 
within the setting of transference to the therapist, Jungian analysis within the emotional 
setting of the collective unconscious, and other methods by more or less logical exposition. 
Lastly, how will this insight become useful? Will it be by the mastery of a previously in- 
tolerable emotional constellation, or will it require further synthesis and direction of such 
freed emotion? 

We considered that lysergic acid provided a flexible uncovering agent. If the defences of 
the patient were respected, it proved as acceptable to him as other methods, all of which, 
through the prospect of change, represent threat to the individual. 

In some it seemed the drug treatment provided a release from the progressive narrowing 
of life experience that occurs in persons with neurotic illness. Life becomes bounded by 
repetitive incidents or cues, which have the meaning of incapacity or limitation. Repetitious 
patterns of response lead to a circular phenomenon that seems to acquire internal reinforce- 
ment. Disruption at some point in this process may afford an opportunity for reorganiza- 
tion of stimulus response. Certainly there were those who, without any apparent cathartic 
experience or transference phenomena, began to speak of a new objectivity of thought and 
coincidentally to behave in a more healthy manner. This outcome did not seem to be a 
flight into health in order to avoid painful insight, although this remains a possibility, or 
necessarily an equivalent of spontaneous recovery. The mechanism of the latter is too 
poorly understood to provide a basis of comparison, but it may in fact depend upon some 
such occurrence. 

In other patients definite emotional reenactment within a transference setting occurred. 
Necessity for interpretation seemed reduced and the process frequently served as a catalyst 
to fresh insights. 

Group influences were difficult to assess. We made no explicit attempt to foster group 
dynamics but patients receiving the drug, even if in different wards, tended to congregate 
and discuss their experiences. A central theme of memory drug often emerged, as did 
identification of one patient’s experience with another’s. Thus we had no doubt that sup- 
plementary group therapy would have added to the value of the treatment. 


CONCLUSIONS 


We concluded that lysergic acid diethylamide was an interesting and potentially valuable 
psychotherapeutic tool. Its value in loosening repressive bonds was considerable, although 
not without danger. Regression of the subject was frequently marked and could be height- 
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ened by the accompanying increase of suggestibility. Its most easily understood mode of 
action appeared a facilitation of transference phenomena, which then remained to be dealt 
with in ways according to the therapist’s persuasion. Our inclination would be to follow 
psychoanalytically oriented dictates; others have followed Jungian ones with equal or better 
success.* In other instances the drug appeared to alter the balance of neurotic forces in the 
direction of improvement and, although this mechanism was poorly understood, it provided 
empirical justification for the procedure. 

Although the use of such a drug might seem to raise almost as many problems as it solves, 
the present efficacy of psychiatric treatment behooves us to explore such new media. 


SUMMARY 
Lysergic acid diethylamide was given to 23 psychiatric patients as.an aid to psychotherapy. 
Many anomalous responses were seen to be the product of defense mechanisms, and under- 
standing of these aided its use. Its main value appeared to lie in the facilitation of trans- 
ference phenomena and regression and increase of suggestibility. These, although poten- 
tially valuable functions, raised fresh problems for the therapist, and the outcome of treat- 
ment was largely dependent upon his handling of them. Nevertheless, we concluded that 
the drug provided a useful aid to psychotherapeutic technique. 
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RESUMEN 

La dietilamida del acido lisérgico se administré a 23 pacientes psicéticos como un coad- 
yuvante de la psicoterapia. Se ha observado que numerosas respuestas andmalas eran el 
producto de mecanismos de defensa, cuyo conocimiento fue facilitado con el uso de la dieti- 
lamida del acido lisérgico. Su principal valor parecio consistir en que facilité la transferencia 
del fendmeno y la regresi6n y aumento de la sugestibilidad, las cuales, aunque funciones 
potencialmente valiosas, presentan nuevos problemas para el psiquiatra, dependiendo en 
gran parte el resultado del tratamiento de la forma en que lo desarrolle. No obstante, los 
autores llegan a la conclusion de que la droga proporciona una ayuda util a la técnica psico- 
terapéutica. 

RESUME 

La diéthylamide de l’acide lysergique a été administrée dans 23 cas de psychose comme 
médication adjuvante de la psychothérapie. De nombreuses réactions anormales apparues 
ont été considérées comme des réactions dues aux mécanismes de défense, et la compréhension 
de ces phénomenes a facilité l'emploi du composé. La valeur principale du produit a paru 
résider dans la facilitation des phénomenes de transférence, de la régression et dans l'aug- 
mentation de la suggestibilité. En dépit de la valeur potentielle de ces fonctions, ellcs ont 
suscité de nouveaux problemes pour le thérapiste et l’issue du traitement dépend largement 
de la facon de les utiliser. Néanmoins, l’auteur conclut que ce médicament s‘est montré 
un auxiliaire utile 4 la technique psychothérapique. 
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ber 1956 issue of INTERNATIONAL RecorD oF MepicinE has been published 
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Combined Chlorpromazine*-Mepazinet Therapy 


Paul E. Feldman, M.D.i 


TOPEKA, KANSAS 


The principle of combining drugs in therapeutics is time honored and universally accepted. 
It theoretically permits smaller quantities of each constituent to be prescribed with the 
benefit of lowered toxicity and, in some cases, potentiation of the desirable attributes of 
each of the constituents. It was inevitable that clinicians should apply the principles of 
combined therapy to the ataraxics. 

One of the first of such ataractic combinations to be tested clinically was a combination 
of reserpine and chlorpromazine, but the mating of these two drugs was disappointing. 
Barsa and Kline! did find certain advantages to this combination but most reports indicate 
that, although the desirable effects of the drugs are additive, the undesirable effects are 
multiplied and at times to a prohibitive degree.* 

It has been suggested that the combination of chlorpromazine and reserpine was un- 
satisfactory because it involved the combination of two chemically dissimilar drugs. This 
report records the results of a project that was designed to test the hypothesis that the 
combination of two phenothiazine compounds might result in a more satisfactory union. 
Braun® recently reported two patients who responded to combined chlorpromazine-mepazine 
therapy after they had failed to respond to chlorpromazine alone. 


SELECTION OF PATIENTS 


Patients who at some previous time had failed to respond to chlorpromazine and/or 
mepazine alone were selected for trial with combined therapy. Thirty of these patients had 
on previous trial not responded to chlorpromazine, and 21 had failed to respond to mepazine. 
Eleven of these patients had not responded to mepazine or chlorpromazine at any previous 
time. 

The series was enlarged by the addition of 20 patients who had not had a previous drug 
trial, in order to obtain a larger series for comparing the relative toxicity of combined 
phenothiazine therapy (table 1). 


METHODS 


Eighteen Residents in training in psychiatry participated in the project (average case 
load, 3 to 4 patients). A baseline evaluation of each patient was made following a method 
of evaluation previously described. The method consisted essentially of the clinical rating 
of 24 aspects of behavior on a 4-point scale and the conversion of these ratings into an 
over-all rating using a 6-point scale. For purposes of comparison, ratings of moderate, 





* The trade name of Smith, Kline & French Laboratories for chlorpromazine is Thorazine. 
+ The trade name of WarnerChilcott for mepazine is Pacatal. 
t Director of Research and Education, Topeka State Hospital, Topeka, Kansas. 
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moderate .o marked, and marked improvement were considered significant positive changes. 
Ratings of worse, no improvement, slight, and slight to moderate improvement were con- 
sidered negative results. 

Each physician was permitted to elect a dose-ratio of drug that he felt was most efficacious 
and this ratio was then adjusted on the basis of clinical response or the appearance of 
toxicity. In only rare instances did the physician prescribe more mepazine than chlor- 
promazine. 

Thirty-two patients received equal amounts of mepazine and chlorpromazine varying 
from 50 mg. of mepazine and 50 mg. of chlorpromazine per day to 500 mg. of mepazine and 
500 mg. of chlorpromazine per day. In the remaining 28 patients, the daily dosage ranged 
from 50 mg. of mepazine and 300 mg. of chlorpromazine to 400 mg. of mepazine and 800 mg. 
of chlorpromazine. 

The following laboratory studies were made on each patient before the study and at 
weekly intervals during the study: blood—red blood count, white blood count, hemo- 
globin, and differential blood count; urine—specific gravity, albumen, sugar, and urobi- 
linogen; chemistry—serum bilirubin, alkaline phosphate, thymol turbidity, and cephalin 
flocculation. 

A psychiatric evaluation was made at the end of three months and a final evaluation at 
the end of five months. 


TABLE | 
Study Group 


No. of Average Age Average Duration 
Classification Patients years of Illness (years) 
Schizophrenic reactions 41 45 19 
Chronic brain syndromes 13 59 14 
Mental deficiency 3 35 15 
Character disorders 3 31 6 
Total 60 47 17 
RESULTS 


Combined daily total intake of less than 400 mg. was therapeutically unsuccessful. The 
best therapeutic combinations per day appeared to be: 
mepazine :chlorpromazine 
100 mg. 300 mg. 
300 mg. 400 mg. 
400 mg. 890 mg. 
Comparison with Single Drug Trial. Table II shows the response of the patients to com- 
bined therapy as well as their previous response to single drug therapy. A positive net 
change indicates that the combined therapy was more efficacious. It is quite evident that 
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a significant proportion of the patients who did not respond to single drug therapy showed 
a superior response to combined therapy. 

Side Effects. Table III indicates that the incidence of drowsiness is greater than that 
which occurs with mepazine or chlorpromazine alone, but less than that encountered with 
chlorpromazine-reserpine therapy. Blurred vision follows a trend similar to that observed 


TABLE Il 
Comparison of Effectiveness of Combined Therapy and Mepazine and/or Chlorpromazine 


Response* Response 
Combined Net Combined Net 
Chlorpromazine Therapy Change Mepazine Therapy Change 

1 > +2 1 0 =I 
2 + +2 1 3 +2 
1 3 +2 1 3 +2 
3 2 —1 1 3 +2 
1 =] 1 3 +2 
4 2 —2 1 K +2 
1 ( =] 1 4+ +3 
1 ( —] 1 + +3 
3 2 —1 1 4 +3 
1 - +3 1 + +3 
3 2 —1 
] —] 
l - “—o 
] ( —1 
2 4 +2 
] 3 +2 
1 + +3 
] ( —] 
2 - +2 


Patients with Previous Trials with both Chlorpromazine and Mepazine 





( 3 +3 1 s +2 
2 1 —1 i 1 0 
3 +3 1 3 +2 
3 +3 1 3 +2 
0 1 +1 0 1 +1 
( 3 +3 1 3 +2 
( + +4 0 s +4 
2 1 —1 0 1 24 
0 1 +1 0 1 +1 
0 3 +3 1 > +2 
*( = no improvement; 1 = slight improvement; 2 = slight to moderate improvement; 3 = moderate 


improvement; and 4 = moderate to marked improvement. 
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with drowsiness but it did not occur in persons receiving chlorpromazine-reserpine therapy. 
Extra-pyramidal symptoms, allergy, jaundice, blood changes, gastrointestinal symptoms, 
and slurred speech did not occur during combined treatment. 

The five side effects that did occur were managed adequately by the administration of 
appropriate antagonistic medication, that is, amphetamines for drowsiness, dizziness, and 
turbulence, and neostigmine for dryness of mouth and blurred vision. 

The laboratory studies of blood, urine, and liver function were no different than those 
seen in persons receiving other types of ataractic medication. 

Behavioral Effects. Table IV indicates that combined therapy consistently scores better 
than mepazine, but not on a par with chlorpromazine. This discrepancy is probably due to 
our increasing experience with ataraxics, a more sophisticated evaluation of drug response, 
and realistic appreciation of the areas in which this type of medication is effective. The 
data for both the mepazine and combined therapy series are fairly recent, whereas the chlor- 


promazine series was completed in 1952. 


SUMMARY 

1. Sixty patients, of whom 40 had failed to respond to mepazine and/or chlorpromazine, 
were treated with combined mepazine-chlorpromazine medication for five months. These 
patients were all chronically psychotic with a preponderance of schizophrenic reactions. 

2. A significant number of patients who had not responded to single drug therapy showed 
a response to combined therapy. 

3. The incidence of drowsiness and blurred vision increased with combined therapy, but 
many common side effects of single drug therapy (parkinsonism, allergy, jaundice, gastro- 
intestinal symptoms) were absent. 


TABLE III 
Incidence of Side Effects 


Percentage of Patients 


Combined , Combined 
Mepazine- Chlorpromazine- 
Chlorpromazine Reserpine 
Side Etfects Therapy Chlorpromazine Mepazine Therapy 
Drowsiness 36.6 19.2 26.2 58.0 
Parkinsonism 0 6.6 is 23.2 
Allergy 0 4.2 iS 2.9 
Dizziness 2.0 3.4 29.2 12.0 
Jaundice 0 1.6 0 0.7 
Blood changes 0 1.6 0 0 
Gastrointestinal symptoms 0 2.1 9.2 6.5 
Turbulence 2.0 1.8 3.0 0 
Dryness of mouth 4.0 3.8 4.5 0 
Blurred vision 15.0 0.5 12.3 0 
Slurred speech 0 0 6.0 0 
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4. The primary beneficial effects of combined therapy are manifested in the same be- 
havioral spheres that respond to single drug therapy (hallucinations, negativism, hyper- 
activity, hostility, tension, and combativeness). 

5. In terms of variety of side effects, the combination of two phenothiazines is less toxic 
than either of the individual constituents. 


RESUMEN 


Sesenta pacientes, 40 de los cuales no han respondido a la mepazina o cloropromazina 0 a 
ambas, se trataron durante cinco meses con una combinacién de mepazina-cloropromazina. 
Estos pacientes eran todos crénicamente psicéticos con preponderancia de reacciones es- 
quizofrénicas. Un ntimero significativo de estos pacientes que no habia respondido al tra- 
tamiento con una sola droga, respondi6 a la terapia combinada, la cual dio lugar a un au- 


TABLE IV 
Individual Responses of Evaluative Criteria 


Percentage of Patients Improved 


Combined Combined 


Mepazine- Chlorpromazine- 

Chlorpromazine Reserpine 
Factor Therapy Chlorpromazine Mepazine Therapy 
Dress 17.0 48.3 18.4 15.6 
Orientation 12.3 30.0 8.0 15.4 
Memory 13.3 29.5 6.2 18.7 
Delusions Ls 48.0 4.5 23.6 
Hallucinations 31.8 58.0 20.0 24.2 
Negativism 36.4 3.3 27.0 45 1 
Hyperactivity 62.1 z3 31.3 55.7 
Hostility 56.8 67.1 33.3 54.4 
Combativeness 47.8 70.3 30.6 75.8 
Bizarre mannerisms 27.0 55:1 12.0 33.3 
Appropriate conversation 24.1 49.0 25.0 46.0 
Realistic planning 10.2 30.7 15.8 2.7 
Amicability 28.3 55.6 22.2 42.1 
Sociability 20.0 43.9 23.5 34.4 
Accessibility 17.9 53.3 29.3 43.6 
Participation in Adjunctive Therapy 30.0 42.6 24.2 40.3 
Appetite 79 $2.1 27.7 33.3 
Sleep 79 55.4 33.3 32.2 
Tension 33.3 70.6 34.3 42.1 
Self mutilation 20.0 42.9 20.0 54 5 
Judgment 6.6 23.8 5.0 4 
Insight $.% 12.3 $.3 109 
Affect 15.7 33:3 11.5 30.0 
Compulsiveness 8.8 33.3 6.3 35.7 
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COMBINED CHLORPROMAZINE-MEPAZINE THERAPY 


mento en la incidencia de somnolencia y visidn borrosa, no habiéndose presentado, sin em- 
bargo, muchos de los efectos secundarios comunes al tratamiento con una sola droga, como 
parkinsonismo, alergia, ictericia y sintomas gastrointestinales. Los principales efectos 
benéficos de la terapia combinada se manifestaron en las esferas de la conducta que res- 
pondieron a la terapia con una sola droga, (alucinaciones, negativismo, hiperactividad, 
tensién, hostilidad y combatividad). En cuanto a la variedad de los efectos secundarios la 
combinacién de dos fenotiazinas es menos téxica que cada uno de los componentes ad- 
ministrados individualmente. 


RESUME 


1. Soixante malades, parmi lesquels 40 n’avaient pas répondu a |’administration de 
mépazine ou de la chlorpromazine, ou des deux, furent traités par l’association mépazine- 
chlorpromazine pendant cing mois. Ces malades étaient tous atteints de psychose chronique 
avec prédominance des réactions schizophréniques. 

2. Un nombre significatif de patients n’ayant pas répondu a la thérapeutique par le com- 
posé unique réagissait favorablement au traitement combiné. 

3. L’incidence de la somnolence et de Ja vision trouble s’est accrue avec le. traitement 
combiné, mais on n’observait pas les nombreuses réactions secondaires succédant fréquemment 
a la thérapeutique avec un seul médicament (parkinsonnisme, allergie, ictere, symptémes 
gastro-intestinaux). 

4. Les effets initiaux favorables du traitement combiné se manifestaient dans les mémes 
sphéres de comportement que celles répondant a Il’administration du médicament unique 
(hallucinations, négativisme, hyperactivité, hostilité et combativité). 

5. En termes de diversité des réactions secondaires, la toxicité de l’association des deux 
phénothiazines est moindre que celle de l’un ou I’autre des constituants individuels. 
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Psychosomatic Society to Meet 


The Fifteenth Annual Meeting of the American Psychosomatic Society will be held at 
the Netherland Hilton Hotel in Cincinnati, Ohio, on Saturday and Sunday, March 29 and 30, 
1958. Dr. Theodore Lidz of New York City 1s chairman of the program committee. 
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P M 1090 (Alpha, Alpha, Beta, 
Beta-Tetramethylsuccinimide) 
Clinical Investigation of a Convulsant Drug* 


Robert M. Edwalds, M.D. 


GALESBURG, ILLINOIS 


P M 1090 is a powerful convulsant approximately five and a half times as potent as penta- 
methylenetetrazol, which it resembles in action and pharmacology when given orally. A 
preliminary study of 10 patients showed that 7 had grand mal seizures when receiving 60 
mg. or less per day. All 10 patients took the drug willingly and apparently did not associate 
the drug administration with the seizure. No toxic effects other than occasional nausea or 
restlessness were noted. 

Further clinical studies were then undertaken to determine the possible therapeutic effect 
of P M 1090 on psychoses when the drug was given for the purpose of inducing grand mal 
seizures. These studies were carried on for one year. A small study unit of four beds was 
established on one of the 32-bed wards for women. A nurse was placed in charge of the 
ward, which was established as an intensive treatment ward for chronic patients. 

Eighteen patients with chronic schizophrenia were selected for this investigation ranging 
in age from 20 to 46 years. All had responded poorly to previous therapy, including tran- 
quilizing drugs, and the prognosis had been extremely poor for all patients. They had been 
ill from 2 to 18 years. 

P M 1090 was given to the patients under study in doses ranging from 45 to 187!4 mg. 
daily. The drug was usually given orally four or five times daily in 714 mg. capsules. Four 
patients occasionally received the drug intramuscularly, the concentration being 10 mg. 
cc. Dosage of P M 1090 required to produce seizures was the same whether the drug was 
given orally or parenterally. Patients received the drug four days a week, Monday through 
Thursday, during which time they were kept in bed. In order to reduce the incidence of 
seizures at night, patients received | grain of phenobarbital at bedtime. On rare occasions 
intramuscular administration of amobarbital was necessary to combat prolonged seizures. 
Oral administration of chlorpromazine was used in small doses (25 mg.) as needed to control 
nausea and vomiting. Administration of P M 1090 produced a state of delirium, which it 
was occasionally found advisable to control with intramuscular administration of 50 mg. of 
chlorpromazine every hour for three or four doses. 

Patients were transferred to the treatment ward three or four weeks before starting a 
course of P M 1090. Each had a pre-treatment workup consisting of a physical examina- 
tion, a roentgenogram of the spine, a complete blood cell count, and an electroencephalogram. 
Blood pressure was taken twice daily, and patients were followed with frequent electroen- 
cephalograms during the period of treatment. Electroencephalograms were taken after 


* From the Northville State Hospital, Northville, Michigan. 
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termination of treatment with P M 1090 until the electroencephalogram returned approxi- 
mately to the pretreatment state. Sometime during the course of P M 1090, patients were 
checked again with a complete blood count. 

Patients had to be kept under close observation, especially during the week, as the time 
of the seizures could not be predicted. Except for increased irritability of a nonspecific 
nature, patients rarely exhibited any effects from the drug during the first week of treat- 
ment. Initial dosage was usually 90 mg./day, which was sufficient to induce seizures during 
the first week in only 3 patients. The dosage was gradually increased to an average of 150 
mg. ‘day for most patients. Localized clonic movements of the face and arms often heralded 
a grand mal seizure, although the patients were often able to control the localized twitching 
voluntarily. All patients experienced nausea and vomiting episodes during the treatment 
period. In only 1 patient did these episodes interfere with the ingestion of the drug. Pa- 
tients did not complain about the nausea and vomiting, and they seemed to have post- 
seizure amnesia for the convulsion itself. After a period of localized clonic twitching usually 
accompanied by nausea, the patient sustained a grand mal seizure. The seizures could not 
be distinguished from grand mal epilepsy. Generalized clonic movements were frequently 
accompanied by involuntary urination. Patients became cyanotic for about a minute and 
were unconscious for three to five minutes. Only 2 had as many as 4 seizures in a 24-hour 
period. Three seizures were arbitrarily considered the maximum desirable for any 24-hour 
period. 

Since P M 1090 apparently was not completely eliminated from the body during the 
three days that the patient did not receive the drug, the effect of P M 1090 seemed to be 
cumulative in part. During the latter weeks of treatment, patients became increasingly 
confused. Visual hallucinations were experienced by at least half of the patients. Since 
they became completely disoriented at the same time, it was often difficult to determine 
whether or not a particular patient was experiencing visual hallucinations. Patients were 
unable to identify their surroundings, and many of them seemed to be reliving past experi- 
ences. Misidentification of personnel was pronounced. 

Many patients passed into a state that could not be distinguished clinically from alcoholic 
delirium tremens. They became acutely disturbed and terrified. Patients in this condition 
were treated with intramuscular administration of chlorpromazine, 50 mg. every hour for 
four or five doses. This would usually control the immediate disturbance, but treatment 
was discontinued in 5 patients because of uncontrollably disturbed behavior. All 5 had 
sustained from 5 to 17 grand mal seizures. The patient who had sustained only 5 seizures 
during two weeks on P M 1090 died five days after administration of the drug was discon- 
tinued. Death occurred during a severe heat wave. The patient had been extremely dis- 
turbed periodically for at least two years prior to receiving P M 1090, and was apathetic 
when receiving chlorpromazine. She became listless but briefly lucid after heat exhaustion 
and heat stroke apparently had developed. Her temperature rose to 108 rectally during the 
terminal period. Autopsy revealed only bronchopneumonia. It was felt that the P M 1090 
contributed to the patient’s death indirectly by precipitating the acutely disturbed be- 
havior. There was no evidence that the patient’s death was due to a toxic action of P M 
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1090. Two of the patients who became disturbed sustained fractures; 1 had 4 fractured 
metatarsal bone, the other a fractured skull. These fractures occurred during periods of 
disturbed behavior and not during grand mal seizures. One of the patients dove out of bed 
head first and fractured her skull. She showed considerable improvement in her mental 
condition following this event, and it was difficult to assess the contribution of P M 1090 
to her clinical improvement. 

Two of the patients had convulsions without any preliminary twitching or aurae. Ad- 
ministration of the drug had to be discontinued after 13 and 14 seizures, respectively, because 
of moderately severe tongue bites. 

In spite of the dramatic and frequently unpleasant effects of the drug, patients took it 
willingly (with one exception) unless they became too confused to cooperate. Patients had 
complete amnesia for the seizures. One patient insisted that she had spent a quiet, com- 
fortable morning in bed, although she had been vomiting and had sustained two grand mal 
seizures that morning. Upon completion of the course of P M 1090, no patient was able to 
recall the experiences she had had while receiving the medication. The most that the pa- 
tients could recall was that they had taken “‘some yellow capsules.’’ None objected to the 
course of treatment after it was completed. They only complained mildly about the en- 
forced bed rest. One patient was extremely resistive during treatment and insisted that 
she was being tortured. One week after administration of P M 1090 was discontinued, she 
was unable to recall that she had been taking the drug. All of the patients gained weight 
during the weeks they received P M 1090. Except as previously noted, none of them suffered 
any ill effects physically. Repeated blood counts and repeated blood pressure determina- 
tions remained unchanged during the period that the drug was administered. 

Because the electroencephalographic findings were sufficiently complex to warrant a 
separate paper, they will be discussed only briefly here. Occipital and frontal dominance of 
spike and slow waves was frequently noted. This usually progressed to low voltage arrhyth- 
mias and abnormal slowing consistent with depression of function and with delirium. The 
electroencephalogram returned to approximately the pretreatment state within one or two 
months. 


CASE REPORTS 


Case 1. M.H., a 25 year old white woman, was ill at least five years. The patient was a catatonic and 
paranoid schizophrenic, severely autistic and withdrawn. The patient received insulin subcoma and electro- 
shock therapy in 1953, with minimal improvement. She received 60 hours of insulin coma in 1954 and improved 
sufficiently to receive hospital privileges. A relapse occurred in one month, and she became gradually with- 
drawn and disorganized. The patient also became apathetic, unkempt and occasionally combative. Prognosis 
was regarded as poor, and she was transferred to the chronic treatment ward as “withdrawn, autistic, and 
egocentric.” The patient had been receiving chlorpromazine, without noticeable improvement except that 
she was less disturbed than before her transfer to the chronic treatment ward. Administration of P M 1090 
was begun on February 15, 1955, and a course of 19 grand mal seizures was completed on May 13, 1955. Dosage 
of P M 1090 was gradually increased from 6714 to 180 mg./day. Marked clinical improvement was noted. 
The patient became more alert and interested in her surroundings. Upon completion of treatment with P M 
1090, the patient started a work assignment and received a house privilege card. She was placed on a mainte- 
nance dose of chlorpromazine (300 mg. daily) and left the hospital as a convalescent three months later. As of 
this writing, the patient is still out of the hospital. 
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TABLE | 


Summary of Treatment Results 


Worse 

Unimproved 

Temporarily improved 

Improved with better hospital adjustment 
Markedly improved; out of the hospital 


— 2 wu m 


Case 2. D.C., a 34 year old white woman, was ill ten years. The patient was disheveled, untidy, and 
catatonic on the ward. The patient had received two courses of electroshock therapy in the past, and relatives 
refused permission for any further electroshock therapy. Administration of P M 1090 was started on January 
10, 1955, and terminated on April 25, 1955. The dose of P M 1090 ranged from 45 to 150 mg./day. The 
patient had 24 grand mal seizures, with marked improvement in her mental condition. She was able to receive 
hospital privileges and a work assignment. The patient became well enough to visit outside the hospital, 
but she did not improve sufficiently to be discharged. 


TABLE II 
Data on Individual Patients 


Previous Age Maximum 
Case Somatic of Dosage Number of 
Number Therapy Patient (mg./day) Seizures Results 
1 Electroshock therapy 34 75 12 Unimproved 
2 Electroshock therapy 34 150 24 Improved 
3 None 22 180 19 Improved 
4+ Electroshock therapy 28 120 17 Improved 
5 Electroshock therapy; 
insulin 25 180 19 Markedly improved 
6 EFlectroshock therapy 26 120 15 Improved 
7 Insulin; electroshock 
therapy 21 120 27 Temporarily improved 
8 Electroshock therapy 28 187% 21 Unimproved 
Flectroshock therapy 31 90 5 Worse (patient died) 
10 Electroshock therapy; 
atropine 32 150 14 Temporarily improved 
11 Electroshock therapy 31 150 23 Unimproved 
12 Flectroshock therapy; 
pentamethylentetrazol 39 187% 32 Improved 
13 Flectroshock therapy 33 187% 13 Unimproved 
14 Electroshock therapy; 
insulin 28 1874 19 Temporarily improved 
15 Electroshock therapy; 
atropine 46 18714 20 Improved 
16 Electroshock therapy 20 18714 21 Improved 
17 Electroshock therapy; 
atropine 38 150 20 Improved 
18 Electroshock therapy 22 90 13 Unimproved 
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RESULTS 


Results of the study were encouraging, although no miracles were wrought. It must be 
remembered that none of these patients were expected to show much, if any, response to 
therapy. All were chronically ill, and many were “‘problem’’ patients on the wards because 
of regressed behavior. 

Improvement, cr lack of it, was determined on a functional basis. Ward adjustment, 
work assignment, visits home, and personal appearance were considered in deciding whether 
the patients were worse, unimproved, temporarily improved but relapsed, improved with 
better hospital adjustment, or markedly improved and out of the hospital. Better hospital 
adjustment of these patients was a noticeable improvement over the pretreatment state 
(table I). Data on individual patients are presented in table II. 


COMMENTS 


P M 1090 does not seem to be a practical drug for oral use, at least not in the dosages 
administered in this study. Patients required continual observation, and the staff hardly 
knew what might happen next. Furthermore, the preliminary study indicated that P M 
1090 is apparently ineffective as a mood elevating cerebral stimulant in low doses. The 
author feels that the therapeutic effects of P M 1090 in the schizophrenic patient are due to 
the drug’s analeptic action and not to any nonspecific effects as a cerebral stimulant. 

A possible indication for oral or parenteral administration of P M 1090 might be as a 
diagnostic aid to accentuate cerebral arrhythmias of borderline epileptic persons. The 
patients in this study showed considerable individual variation in the amount of P M 1090 
required to produce seizures and various electroencephalographic changes. P M_ 1090 
might also be used to counteract barbiturate intoxication, since the convulsant effect of 
P M 1090 is apparently antagonized by the barbiturates. 

Further studies with intravenous P M 1090 seem indicated, especially with more promising 
patients. This drug may have a place in the treatment of mental illness, if further investi- 
gation confirms the impression that P M 1090 possesses some unique although limited ad- 
vantages over electroshock therapy and pentamethylenetetrazol. 


SUMMARY 


P M 1090 is a powerful convulsant, which is related pharmacologically to pentamethyl- 
enetetrazol, and which produces seizures when given orally. Grand mal seizures produced 
by the administration of this drug in 18 patients with chronic schizophrenia produced as 
good if not better results than would have been anticipated with electroshock therapy. 
There were no aurae, and complete amnesia for the seizures developed. Only minor toxic 
side effects were noted. 
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RESUMEN 


Ei PM 1090 es un poderoso analéptico farmacoldgicamente relacionado con el penta- 
metilentetrazol y produce ataques convulsivos cuando se toma por via oral. Las convul- 
siones de gran mal, producidas por la administracién de esta droga en 18 pacientes con 
esquizofrenia cronica, dieron tan buenos resultados, si no mejores, que los que se habrian 
esperado con la terapia con electrochoque. No ocurrié aura y los pacientes experimentaron 
completa amnesia del ataque. Sdlo se han observado efectos tdxicos secundarios insig- 


nificantes. 


RESUME 


Le P.M. 1090 est un analeptique puissant, pharmacologiquement apparenté au penta- 
méthylentétrazol; administré oralement il provoque des convulsions. Les crises comitiales 
produites par l’administration de cette drogue dans 18 cas de schizophrénie chronique ont 
procuré des résultats aussi bons, sinon meilleurs que ceux que l'on pouvait attendre de 
l’électrochoc. II n’y a pas eu d’aura et l’amnésie pour la crise comitiale fut totale. Les 


réactions de toxicité observées furent minimes. 


Dr. Marti-Ibafiez Honored by Awards 


Three recent awards from history of medicine societies have been bestowed upon Félix 
Marti-Ibdfiez, M.D., who is the president of MD Publications, Inc., and the publisher of 
seven medical journals. Dr. Marti-Ibdfiez is Professor and Director of the Department of 
the History of Medicine, New York Medical College, Flower and Fifth Avenue Hospitals, 
New York City, and Editor-in-Chief of the medical newsmagazine, MD. He is also the 
Internationa] Editor of the JoURNAL OF CLINICAL AND EXPERIMENTAL PsYCHOPATHOLOGY. 

At the Annual Congress of the Turkish Society for the History of Medicine just held in 
Istanbul, Dr. Marti-Ibafiez was made an Honorary Member in recognition of his “‘service 
and dedication to the History of Medicine throughout the world, sympathy and understand- 
ing of the Turkish History of Medicine, and for the originality of his contributions to Medicine 
and culture.” 

Dr. Marti-Ibdfiez was also appointed Honorary Member of the Society of the History of 
Medicine in Brazil, of which he was Corresponding Member. He will be awarded a diploma 
at the next meeting of the Society, which will be held in Rio de Janeiro in April, 1958. 

The Cuban Society of the History of Medicine also nominated Dr. Marti-Ibaiiez Member 
of Honor at their last meeting. 
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Endamoeba histolytica Infections in Patients on 
a Psychiatric Research Ward 


Implications for Research and Treatment with Mantomide 


P. Vestergaard, M. D., M. T. Abbott, N. S. Kline, M.D., and A. M. Stanley, M.D. 


ORANGEBURG, NEW YORK 


This article describes a 50 per cent incidence of symptom poor Endamoeba histolytica 
infections in the population of a research ward in a mental hospital. These patients had been 
selected from different wards for chronic schizophrenic patients throughout the hospital. 
Some of the implications of these findings for research projects involving such patients are 
pointed out herein with a report of our experience with Mantomide* in the treatment of 
these patients. 

When the Research Facility at Rockland State Hospital in Orangeburg, New York, was 
established, the preliminary group of patients for a multidisciplinary study was selected in 
accord with the criterion laid down in a previous publication.'_ The patients were selected 
from a number of wards for chronic schizophrenic patients at the hospital. Because somatic 
disease had been put down as one of the primary rejecting criteria, the patients’ records 
were scanned for evidence of somatic disease; all patients received a physical examination 
and all tests gave negative results before the patients were accepted on the research ward. 

It was decided, prior to carrying out contemplated physiological and biochemical studies 
on the patients, that a comprehensive laboratory checkup should be done. Because of the 
frequency and intensity of such testing, a clinical laboratory was established at the Re- 
search Unit. A battery of clinical tests was set up in an effort to screen patients with un- 
diagnosed somatic disease. 

Of the 28 patients first selected for studies, 4 were found to have previously undiagnosed 
somatic disease. These patients were rejected from the study and others substituted. 

There still remained a number of inexplicable unusual laboratory findings of a very vague 
character in a considerable number of the remaining patients. Many had slight anemia, 
many persistently had somewhat elevated fasting leukocyte counts, a number had slightly 
to moderately elevated sedimentation rates, and in 3 patients there was a consistent eosin- 
ophilia (marked in | patient and moderate in the others). In search of a possible explana- 
tion for these findings, examinations for intestinal parasites were undertaken on the patients 
with eosinophilia. One of these patients (with an absolute eosinophil count of 1500/cu. 
mm.*) was found on the first examination to have Ascaris lumbricoides and at the same time 
an E. histolytica infection. It was therefore decided to do a complete survey of the group. 
The stool examinations were performed partly at the hospital laboratory (two thirds of all 
examinations reported in this study) and partly at the Sterling-Winthrop Research Institute 

one third of the examinations reported). 


* Trade name of Winthrop Products for chlorbetamide. 
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In the hospital laboratory, the technique used was the iron-hematoxylin-phosphotungstic 
acid method of Tompkins & Miller.2. The specimens were obtained after administration of 
cascara and were processed for examination within a few hours. The technician doing the 
examinations was very well trained in this field, having done E. histolytica examinations for 
ten years at the Rockland State Hospital. All positive findings at the hospital were con- 
firmed by the Division of Laboratories and Research, New York State Department of 
Health. 

At the Sterling-Winthrop Research Institute the iron-hematoxylin technique was also 
used. Fresh fecal specimens were collected from each patient and all specimens arrived at 
the institute within four hours after collection without added diluent. 

The complete preliminary survey of the patients showed that exactly half of the 28 pa- 
tients in the research ward harbored E. histolytica in the intestinal tract. 

At first this surprising finding was thought to be due to local spread in the research ward. 
However, a conference was held with the Senior Director of the hospital who stated that 
for the last five years the incidence of E. histolytica in wards housing regressed, untidy, 
chronically ill schizophrenic patients had been studied by surveys made, and it was pointed 
out that the carrier rate of patients harboring cysts of E. histolytica was high in these areas 
and that various forms of treatment on these carriers were only successful for short periods 
as far as negative results of stool examinations were concerned. Table I summarizes the 
findings in these surveys. 

Table | illustrates the results of the four surveys made among the patients in the afore- 
mentioned wards for evidence of infection with E. histolytica and the results obtained during 
each survey at the time indicated. The survey in ward 48 was undertaken after 3 of the 
patients in this ward had been reported to have suffered marked weight loss, and a thorough 
physical examination of each patient had failed to reveal the reason for the weight loss or 
to indicate the presence of any previously unrecognized pathological condition. Encysted 
forms of E. histolytica were found in large numbers in the first stool specimen submitted for 
examination from each of these 3 patients. All of the remaining patients in this ward were 
described as being asymptomatic at this time. 


TABLE | 
Incidence of E. histolytica Infections in Wards* for Chronically Ill, Deteriorated Schizophrenic Men 

No. of No. of No. of Stool 

Patients Positive Incidence Examinations per 
Year Ward Tested Patients i? Negative Patient Technique 
1951 48 65 43 66 7 Tompkins and Miller 
1952 125 65 43 66 4 Tompkins and Miller 
1952 121 79 29 37 3 Tompkins and Miller 
1954 Research 28 14 50 6 Tompkins and Miller 
* Rockland State Hospital. 
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The survey in ward 125 was instituted after acute intestinal amebiasis had developed in 
6 patients in this ward during the six month period immediately preceding the start of 
the investigation. This was at a time when all of the patients were reported to be symptom- 
less. The 22 patients in this ward who had had 4 consecutive negative stool examinations 
during the survey were all transferred from this ward and a survey was then conducted in 
ward 121 in order to find an equal number of carriers of this intestinal parasite to repiace 
them. Although no evidence of any diarrheal disease had been observed among the patients 
in ward 121 at that time, it was an easy matter to find a sufficient number of carriers in this 
ward to replace the cyst-free patients removed from ward 125, and the survey was then 
discontinued (table I). 

All of the identified carriers in wards 125 and 121 were then assembled in ward 125 where 
the effects of chlortetracycline were tested by the manufacturers of this drug to determine 
the efficacy of this antibiotic in the treatment of active excretors of E. histolytica. Un- 
doubtedly, a higher infection rate with this intestinal ameba would have been found among 
the patients in both of these wards if a larger number of stool examinations had been made 
per patient. 

It is likely, therefore, that the incidence found in the research ward patients is repre- 
sentative of the very regressed and untidy chronically ill schizophrenic patient population 
in the hospital and is not due to local factors. It is possible that the other hospital wards 
housing patients in other categories may be much lower. It is also worth drawing attention 
to the fact that of a patient population of over 8000 the number of patients transferred 
from different wards to the medical-surgical building for treatment of manifest amebic 
dysentery or severe complications of amebic infection is very low: between 5 and 15 patients 
a year. This figure has shown a tendency to fall even lower in the last few years. 

Plans were drawn up to treat the patients with Mantomide. This is N-(2,4-Dichloro- 
benzyl)-N-(2-hydroxyethyl) dichloroacetamide, an interesting new drug developed by Surrey 
and Berberian at the Sterling Winthrop Research Institute.*: + The drug has no chemical 
relation to any of the other antiamebic drugs being used. It has shown pronounced .ame- 
bacidal activity in in vitro studies and in the treatment of Endamoeba cricety infections in 
hamsters.° 

This preparation had previously been tested in November, 1953 in the afore-mentioned 
ward 125, where all cases resistant to treatment with conventional drugs and antibiotics 
have been concentrated since the 1952 treatment experiment. Ten patients were selected 
for this study. They received a dose of 750 mg. three times daily for one week. Stool 
examinations of only 4 of the 10 patients treated gave negative results three and fourteen 
months later. It was evident from these preliminary findings that it was impossible to get 
a fair evaluation of the effect of the drug as long as many E. histolytica infected patients in 
the ward were not treated with the drug and therefore remained as a constant source of 
reinfection. In this preliminary study, patients were followed with complete blood counts 
daily, urine examinations including microscopy were done, and the serum was examined for 
bilirubin (quantitatively). One case of moderate leukopenia was observed in a patient whose 
leukocyte count dropped from 5000 ‘cu. mm. to 2500 ‘cu. mm. on the third day of treatment. 
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The medication was stopped and the count very gradually returned to pretreatment levels. 

When the high incidence among research patients was found, it was decided to try Man- 
tomide in the research ward. Previous experience had, however, shown that much more 
controlled conditions were necessary if a real evaluation of the effectiveness of the drug was 
to be made. 

It was therefore decided (1) to treat all patients on the ward simultaneously with the 
drug, both patients known to have amebiasis and patients who had negative examinations, 
to avoid the possibility that patients whose condition was undiagnosed in the first survey 
would reinfect other patients; (2) to examine the employees (and patients) in contact with 
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Results obtained in stool examinations. Boxes indicate treatment with Mantomide; circles indicate 


Fic. 1. 


negative stools; and plus signs symbolize stools containing cysts or trophozoites of Endamoeba histolytica. 
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the patients’ food for E. histolytica before the study was undertaken, to eliminate any pos- 
sible source of infection; and (3) to follow the patients, as in the preliminary study, with the 
laboratory studies necessary to pick up any toxic reactions if they developed. 

The survey of the persons, that is, employees and a few patients handling the patients’ 
food, gave no positive reactions for E. histolytica. The laboratory data on the patients 
showed no significant changes in any of the indices followed during this experiment; spe- 
cifically, no cases of leukopenia were observed. The dose of Mantomide given was, as in the 
initial study, 750 mg. three times daily for one week. 

Figure 1 summarizes the results obtained on stool examinations. As can be seen from this 
figure, results for 11 of the patients remained negative throughout the 22 examinations per- 
formed on each patient. Fourteen patients gave positive results for E. histolytica on the 
initial examination. After a single course of treatment with Mantomide, 9 remained nega- 
tive during 16 subsequent examinations over a period of twenty-eight weeks. Another 3 
have remained negative for up to 14 examinations over periods up to twenty-three weeks 
after 2 courses of treatment. One patient required 3 courses of treatment and results have 
remained négative for eleven weeks (5 examinations). The remaining patient was trans- 
ferred to another ward because of a chronic infection of the urinary tract before treatments 
were begun. 

This means that of 13 patients who originally gave positive results and were treated with 
Mantomide all were seemingly cured after 1 to 3 courses of treatment with Mantomide. 

As can be seen from figure 1, something intriguing happened to 3 of the patients. After 
having shown negative stools after from 9 to 14 examinations, positive stools suddenly 
developed. The most probable explanation for this is that one of the two parole patients 
on the ward contracted the disease from some other place in the hospital and brought it 
back to the research ward. Whether some of the relapses in the 4 patients who needed a 
second or third treatment with Mantomide also belong to this group is impossible to tell. 
It was decided to remove the infected parole patient (together with the other parole patient 
for whom results remained negative throughout the study) to another ward so that the 
possibility that he might again carry the infection into the ward was excluded. When 
transferred, he had already received 2 courses of Mantomide, but results still remained 
positive. He was kept on the ward between these treatments so that the possibility of re- 
infection could be excluded. No third treatment could be instituted in this case, so it is 
not known whether or not such a treatment could have eliminated this persisting Protozoa 
infection. One of the other patients giving a late positive reaction received 1 treatment with 
Mantomide after positive reports, and results have remained negative for thirteen weeks 
and 7 subsequent examinations. The other one first received 1 treatment with Mantomide 
(without effect) followed (by mistake) by oxytetracycline when the organism reappeared. 
Results have remained negative for eleven weeks. 


INCIDENCE OF E. histolytica INFECTIONS IN STATE INSTITUTIONS 


The great difference reported by different investigators in infection rates in state institu- 
tions is summarized in table II. These highly varying incidence rates from different insti- 
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tutions and, more specifically, from different state institutions within New York State 
presents a puzzling problem. Some of the differences are undoubtedly due to differences 
in technique and the number of examinations done per patient. Results in studies using only 
1 examination per patient should probably be multipled by a factor of 3 or 4 to be com- 
parable with studies using 6 examinations. The iron-hematoxylin technique is generally 
supposed to give somewhat more reliable results than direct smear techniques. It is, how- 
ever, impossible to explain more than a fraction of the differences found by different investi- 


TABLE II 


Incidence of E. histolytica Infections in State Institutions in the United States 





No. E. Histolytica No. of 
Character Exam- Incidence Examinations 
Institutions Year of Wards ined (% Technique __ per Patient Reference 

State School 1925 Noinformation 1100 1 Iron-hema- 1 Thomas and 
for Feeblemind- toxylin Baumgartner," 
ed Women, N. Y. 1925 
Milledgeville 1938 No information 70 aa Direct saline 3 Reardon,'? 
State Hospital, and iodine 1941 
Ga. smear 
Longcliff State 1938 Mostly 1200 0.4 Direct saline 1 Kmeczsa"® 
Hospital, Ind. chronically ill and iodine 

patients smear 
Creedmoor 1942 Mostly 1189 7.5 carriers Zinc flotation. av. 3 Birnkrant 
State Hospital, -1943 chronically ill 1.4. cases* saline and et al.,™ 
i 3. patients iodine smear 1945 
Wassaic State 1950 Mentally de- Not 55 Zinc flotation. 3 Berberian 
School, N. Y. fectives with given iron-hematoxy- et al.,!5 

low grade lin saline and 1952 

mentality iodine smear 

Patients with Not 17 

high grade given 

mentality 
Rockland State 1951 Chronically ill 237 54 Iron-hematoxy- 3-6 This 
Hospital, N. Y. -1954 schizophrenics lin-phospho- article 

tungstic 
* Patients with manifest amebic dysentery. 
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gators in this way. It seems a probability, therefore, that within New York State, for 
example, one state school for the feebleminded can have a low incidence of E. histolytica 
infections, and another a very high one. 

No attempt will be made here to try to explain which of the many factors or combination 
of factors involved in the spread of the disease is responsible for these differences in findings 
in the different institutions. Our aim has been solely to point to the existence and the 
magnitude of the problem for projects involving research with chronically ill schizophrenic 
patients. 

It seems fair to conclude that, if E. histolytica infections can gain so firm a stronghold in 
some of the institutions in New York State, it is quite probable that the incidence in many 
institutions in other parts of the country (where, outside the hospital, incidence of the 
disease is known to be higher than in New York State) will almost certainly be high. 


IMPORTANCE OF THESE FINDINGS FOR RESEARCH PROJECTS 


Our main concern has been about the manner in which these findings could influence re- 
search data obtained on chronically ill schizophrenic patients. On the surface it seems as 
if a finding of an incidence such as this of patients showing relatively few and light clinical 
symptoms could be of no great importance. 

It should, however, be emphasized that many competent workers in this field have stressed 
repeatedly that so-called carriers of E. histolytica infections, if followed carefully over long 
periods, show evidence of ill health. For example, in a recently published study,® most 
of a number of apparently healthy carriers followed thoroughly for months intermittently 
showed symptoms of one kind or another during the study period. Craig,’ probably the 
greatest authority in the field, stated that he believed that “‘there is no such thing as healthy 
carriers of Endamoeba histolytica.” 

From a research point of view the most important question is undoubtedly to what extent 
the liver is affected in chronic amebiasis. It is evident that, if this great center for inter- 
mediate metabolism is impaired by the disease, the possibility is great that erroneous results 
will be obtained if, for example, biochemical studies affected by liver metabolism are under- 
taken in such patients. The most interesting results relevant to this problem are probably 
the data reported by Sandler.» She found an incidence rate of 26 per cent of chronic amebic 
hepatitis in 180 persons with chronic amebiasis of the carrier type. In persons with amebic 
dysentery, the incidence of clinically diagnosable hepatitis may be even higher, as found by 
Payne® who reported that 50 per cent of 1000 persons with amebiasis in India had hepatitis. 

Apart from affecting the liver, it is well known that large ulcerations of the intestine may 
exist in essentially asymptomatic individuals.'? The blood picture is often altered in carrier 
amebiasis.’ Anorexia and malnutrition are common symptoms in carriers.’ 

To sum up, although these carriers of E. histolytica are symptom poor, they (1) may 
develop manifest amebiasis at any time during a scientific investigation; (2) may have 
amebic infection of the liver; (3) may have marked ulcerations in the colon; (4) may have a 
poor nutritional status because of the amebic infection; and (5) may show abnormal labora- 
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tory data, such as elevated sedimentation rates, moderately high leukocyte counts, moderate 
eosinophilia, low hemoglobin concentrations, and probably elevated serum bilirubin. 

In our opinion, therefore, that such persons should not be included in scientific studies, 
at least not unless a preliminary and collateral study of the incidence of E. histolytica in- 
fections is undertaken so that it is possible to evaluate whether or not a given investigation 
is influenced by the amebic infection. 

It is our feeling that the (probably) high incidence rate of E. histolytica infections in many 
state institutions gives a limited value to numerous studies reported in the literature on 
eosinophil and leukocyte counts, sedimentation rates, hemoglobin concentration, and live: 
function as long as no simultaneous study of the incidence and distribution of amebiasis in 


the group investigated is undertaken. 


EFFECTIVENESS OF MANTOMIDE IN TREATMENT OF CHRONIC AMEBIASIS 


This investigation has stressed the difficulties encountered in studies of this kind on a 
psychiatric ward for chronically ill schizophrenic patients and the fact that measures to 
check all possibilities for reinfection of the patients and to insure immediate treatment of 
relapse are just as important as the medication used. In the treatment of amebiasis it is, 
however, our opinion that infected chronically ill patients on a psychiatric ward have one 
distinct advantage over patients on wards in general hospitals, namely, that the patients 
in the psychiatric wards are kept in the hospital after successful treatment, and follow-up 
can therefore be made for any length of time without the risk of reinfection in the outside 
milieu. 

It is our opinion that Mantomide may prove a valuable drug for the treatment of the so- 
called carrier infections of E. histolytica, and it certainly merits further study. In our series, 
seemingly it cured all of the initially 13 patients giving positive reactions who were treated 
with the drug, although 2 or 3 courses of treatment were needed in some of these patients. 
It may or may not eventually have been effective in one of the parole patients who was 
transferred to another ward after 2 treatments with Mantomide had failed. It was effective 
in another of the late infections and might have been so in the third if oxytetracycline had 
not been substituted by mistake in the second treatment period. No signs of toxicity were 
found in the second study, but it is suggested that laboratory studies be done frequently to 
catch any signs of adverse effects of the drug as early as possible until it is known more 
surely that there are no undesirable or dangerous side effects. 

It is manifestly important in any treatment experiment in a psychiatric ward that the 
attack be pursued relentlessly, that any relapses be retreated immediately and that pro- 
visions be made to isolate treatment resistant cases in a special ward before they can re- 
infect a “cleaned”’ ward. 

This final point raises the question of “‘sterilization’’ of an entire population for amebiasis. 
With the large amount of traffic in and out of a mental hospital and with visitors bringing 
food in and having contact with patients, the problem of eradicating such infections is by 


no means a simple one. It may appear deceptively easy to clean up a particular ward. 
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Even this was done with difficulty. The ward must be isolated and visitors prohibited 
from bringing food of any kind to the patients during this period. With the general inci- 
dence of amebiasis somewhere between 10 and 15 per cent of the general population, it is 
inevitable that reinfection will take place unless the strictest conditions are observed. In 
writing this article, we wished to emphasize the fact that on a research ward we believe 
such a condition should be controlled, but the experiences that we have set forth would not 
suitably serve as a model for treatment of an entire hospital. 


SUMMARY 


An incidence of 50 per cent symptom poor E. histolytica infections was found in a psy- 
chiatric research ward composed of patients selected from wards for regressed chronically 
ill schizophrenic patients in a mental hospital. 

The importance of this finding for research projects involving chronically ill schizophrenic 
patients is stressed, and it is suggested that examinations for E. histolytica be included in 
routine laboratory checkups on patients before studies are undertaken and during study 
periods if necessary. 

Results of treatment experiments with Mantomide are described, and the belief is ex- 
pressed that this new drug may be a valuable help in the treatment of so-called carriers of 
amebic infection. 
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RESUMEN 


Se hallé una incidencia del 50 por ciento de infecciones por Endamoeba histolytica con 
escasez de sintomas en una sala de investigacién psiquidtrica compuesta de pacientes se- 
leccionados procedentes de otras salas dedicadas a pacientes con esquizofrenia regresiva 
cronica, en un hospital psiquiatrico. 

Se destaca la importancia de estos hallazgos para los proyectos de investigacién sobre 
pacientes esquizofrénicos crénicamente enfermos y se sugiere que los exdmenes por E. 
histolytica sean incluidos en los reconocimientos corrientes de laboratorio de los pacientes, 
antes de iniciar los estudios y durante ellos si fuera necesario. 

Se describen en este trabajo los resultados de los experimentos realizados con Mantomide 
y se expresa la creencia de que esta nueva droga puede constituir una valiosa ayuda en el 
tratamiento de los llamados portadores de infeccién amibiana. 
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RESUME 





Dans un hépital de maladies mentales, l’incidence des cas d’infection 4 Endamoeba his- 
tolytica, 4 symptomatologie réduite, était de 50% dans la salle de recherches psychiatriques 
réservée a une sélection de schizephrénes chroniques en état de régression. 

L’importance de cette notion dans les programmes de recherche en schizophrénie chronique 
est soulignée. L’auteur suggére d’inclure la recherche de E. histolytica dans les examens de 
laboratoire routiniers effectués chez les malades en observation, d’abord avant de les étudier 
et, si nécessaire, au cours de la période d’étude de ces cas. 

Les résultats de l’expérimentation du traitement par la Mantomide sont exposés. L’auteur 
estime que cette nouvelle drogue peut étre un adjuvant utile au traitement de ceux con- 
sidérés comme porteurs de l’infection amibienne. 
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In Memoriam 


Manfred J. Sakel 


It is with a profound sense of loss that the JOURNAL reports the death on December 3, 
1957, of Dr. Manfred J. Sakel, member of the Editorial Board and a psychiatrist of world 
renown. Dr. Sakel’s death occurred but a few months after the international symposium 
commemorating the thirtieth anniversary of his epoch making experiments on insulin coma 
therapy in schizophrenia. 

Born in Nadvornaya, Austria, in 1900, Dr. Sakel studied medicine at the University of 
Vienna. Within three years of receiving his doctorate, while engaged in the physiologic 
treatment of drug addiction, his observa- 
tions of the unique effectiveness of insulin 
in addiction led him to the use of insulin 
shock in the treatment of schizophrenic 
patients. The successes achieved through 
this therapy did much to dispel the at- 
mosphere of inevitability and hopelessness 
that surrounded this most serious of the 
functional psychoses and to stimulate di- 
verse approaches to convulsive, coma, and 
subcoma therapy of psychoses. Perhaps 
more important still was the impetus that 
Dr. Sakel’s work provided for the growth 
and development of a physiologic psy- 
chiatry, whose continuing expansion pro- 
vides ever new and deepened understand- 
ing of the mechanisms of psychiatric illness. 
Thus directly through his work and in- 
directly through his continuous influence 
and example, this intense and dedicated 
psychiatrist carried forward the tradition 
of science and service, which had been 
epitomized in the life of his distinguished 

Manrrtp J. SAKEL ancestor, Maimonides. 

Since 1936, Dr. Sakel has taught and 
practiced privately in New York City. His published works include Theory of Addiction, 
New Method of Treating Nervous and Mental Ailments, The Pharmacological Shock Treatment 
of Mental Diseases, The Results of Shock Therapy, The History of the Origin of Shock Therapy, 
Medical Psychiatry and Psychological Medicine, and An Approach to the Causative Treatment 
f Idiopathic Epilepsy. 
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FOREWORD 


The purpose of the QuARTERLY Review oF PsycHIATRY AND NEUROLOGY is to present 


promptly brief abstracts, noncritical in character, of the more significant articles in the 
periodical medical literature of Europe and the Americas. 


For readier reference, the abstracts are classified under the following general headings: 


PSYCHIATRY 


Administrative Psychiatry and Legal Aspects 
of Psychiatry 


. Alcoholism and Drug Addiction 





1 


NEUROLOGY 


. Clinical Neurology 


Anatomy and Nervous 


System 


Physiology of the 


3 y rain Endocrinologic, and Metabolic 3. Cerebrospinal Fluid 
Aspects . : : 
4. Convulsive Disorders 
4. Clinical Psychiatry a : : 7 . 
iis: 5. Degenerative Diseases of the Nervous System 
5. Geriatrics oo . er ‘ , 
; : ee 6. Diseases and Injuries of the Spinal Cord and 
6. Heredity, Eugenics, and Constitution Peripheral Nerves 
Industrial Psychiatry 7. Electroencephalography 
a eres j : a 
8. Psychiatry of Childhood 8. Head Injuries 
9. Psychiatry and General Medicine 9. Infectious and Toxic Diseases of the Nervous 
10. Psychiatric Nursing, Social Work, and Mental System 
Hygiene , 
ys . Intracranial Tumors 
11. Psychoanalysis . : 
’ 11. Neuropathology 
12. Psychologic Methods ; 
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12. Neuroradiology 
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14. Treatment 
a. General Psychiatric Therapy 14. Treatment 
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- Drug Therapie: 15. Book Reviews 
c. Psychotherapy 
d. The “Shock” Therapies 16. Notes and Announcements 





In fields which are developing as rapidly as are psychiatry and neurology, it is obviously 
impossible to abstract all the articles published—nor would that be desirable, since some 
of them are of very limited interest or ephemeral in character. The Editorial Board en- 
deavors to select those which appear to make a substantial contribution to psychiatric 
and neurologic knowledge and which promise to be of some general interest to the readers 
of the Review. Some articles, highly specialized in character, or concerning a subject 
already dealt with in an abstract, may be referred to by title only at the end of the respec- 
tive sections. 

A section entitled INTERNATIONAL RecorpD oF PsycuHiaATRY AND Neuro.ocy is included 
at the beginning of the journal. The Record Section consists of advanced clinical and 


experimental reports. 
The Psychiatry and Neurology Newsletter was compiled by Dr. Francis N. Waldrop. 
The Editorial Board at all times welcomes the suggestions and criticisms of the readers 
of the Review. 


Wixrrep OverHo.serR, M.D. 


Editor-in-Chief 
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AN HISTORICAL REAPPRAISAL 
BY 


Drs. Arthur. Mortimer, and Raymond Sackler, and Félix Marti-Ibanez 


WITH PERSONAL CONTRIBUTIONS 
BY 


Ugo Cerlettie Roy Hoskinse L. J. Meduna « Egas Monize Manfred Sakel 


In The Great Physiodynamic Therapies in Psychiatry, the 
originators of the somatotherapies are brought together for 
the first time. The contributors describe in detail the his- 
torical development of their methods, evaluate their use in 
psychiatric practice, and reappraise their present status in 


comparison with the ideal image of their original concept. 


oh 

« 
Because this volume offers a complete survey of physiodynamic therapy in 
psychiatry. it will be an invaluable addition to your library for both his- 
torical and clinical purposes. The articles contained in the book were 
originally published in the JouRNAL oF CLINICAL AND EXPERIMENTAL 


PSYCHOPATHOLOGY. 


PAUL B. HOEBER, INC. 
— — ; . MEDI - 
For further information write lo: ne ene eT ee ST ee 
49 EAST 33n0 STREET 


NEW YORK 16, N.Y. 

















Psychiatry and Neurology 
NEWSLETTER 


INTERNATIONAL COLLEGIUM FOR NEURO—PSYCHO—PHARMACOLOGCY : 


At a meeting held in Zurich on September 3, 1957, during the 
Second International Congress for Psychiatry, it was decided 
to establish an International Collegium for Neuro-—Psycho- 
Pharmacology, to promote research and the exchange of ideas 
through symposia and in other ways. Professor E. Rothlin, 
of Switzerland, was elected president. Additional informa- 
tion may be obtained from Dr. P. B. Bradley, Department of 
Experimental Psychiatry, The Medical School, Birmingham 15, 
England. 





WORLD FEDERATION OF NEUROLOGY: A World Federation of 


Neurology has been organized by delegates to the Sixth 
International Neurological Congress. Its principal objec- 
tives are to serve as a formal representative body for the 
advancement of neurology throughout the world, to organize 
neurologic congresses and symposia, and to serve as a 
liaison body with federations of allied disciplines for com- 
bined international congresses. Delegates to the Neuro- 
logical Congress were invited by Secretary-General Ludo van 
Bogaert to convene in Brussels before the Congress to con- 
sider a proposal to form the new Federation. At meetings 
held July 22 and July 26, 1957, representatives from 29 na- 
tions unanimously approved the proposal and appointed a com-— 
mittee to prepare a provisional constitution. H. Houston 
Merritt and Pearce Bailey of the United States were members 
of this drafting committee. A provisional constitution was 
adopted, and the following officers were elected: Ludo van 
Bogaert (Belgium), president; Auguste Tournay (France) and 
Macdonald Critchley (United Kingdom), vice-presidents, and 
Pearce Bailey (United States), secretary-general. Professor 
G. Schaltenbrand (Germany) was named chairman of a committee 
on constitution and bylaws. 





COUNCIL OF PSYCHOANALYTIC PSYCHOTHERAPY: The Council of 
Psychoanalytic Psychotherapy held its first general meeting 
in New York City on October 26, 1957. Members include prac-— 
ticing psychoanalysts of varied theoretical orientation, 
representatives of medicine, social work, and psychology. 
Interested persons are invited to address inquiries to Dr. 
Ivan Wentworth-Rohr, 270 West End Avenue, New York 23, New 
York. 








HOFHEIMER PRIZE COMPETITION: The American Psychiatric 
Association awards the Hofheimer Prize of $1500 each year 
for an outstanding research contribution in the field of 
psychiatry or mental hygiene published within three years of 
the award date. Competition for the next award, to be made 
at the annual meeting of The American Psychiatric Associa-— 
tion in May 1958, is open to citizens of the United States 
or Canada not over forty years of age when the article is 
submitted for publication. The award may also be made to a 
group, the median of whose ages does not exceed forty years. 
Deadline for entries is March 1. Eight copies of each 
publication should be submitted, with information on age and 
citizenship of the author or authors to Dr. John I. Nurn- 
berger, Chairman, Hofheimer Prize Board, 1100 W. Michigan 
Street, Indianapolis, Indiana. 





DEMONSTRATION NURSERY SCHOOL FOR SCHIZOPHRENICS: A 
five-year, $125,000 grant to the League School for Seriously 
Disturbed Children in Brooklyn, New York, has been approved 
by the National Institutes of Health. The grant will be 
used to establish a demonstration nursery school for schizo- 
phrenic children as part of an existing day care center for 
such children. The research program will be directed by 
Dr. Alfred M. Freedman. 





CALIFORNIA PSYCHIATRIC PROGRAM FOR JUVENILE DELIN- 
QUENTS: Establishment of a special treatment program for 
juvenile delinquents in need of long term treatment for 
psychiatric problems has been authorized by the State of 
California. It has been estimated that these children 
represent about 15 per cent of all admissions to youth 
authority institutions. Treatment units, now being organized 
in one correctional school for boys and one for girls, will 
each include a psychiatrist as director, and clinical psy- 
chologists and case and group workers. Maximum use is to 
be made of all modern methods of treatment. 





INTERNATIONAL NEUROLOGICAL CONGRESSES: The Seventh 
International Neurological Congress is to take place in Rome 
the third week in September, 1961. The Fourth International 
Congress on Neuropathology will be held in Munich the pre- 
ceding week. Tentatively, the Sixth International Congress 
of Electroencephalography and Clinical Neurophysiology is 
scheduled for either the second or fourth week in September, 
1961. The possibility of holding some joint sessions of 
these three Congresses is being considered. The Second 
International Congress of Neurological Surgery will be held 
the same year, possibly in Washington, D. C. 
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PSYCHIATRY AND NEUROLOGY 
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ABSTRACTS 


psychiatry 


ADMINISTRATIVE PSYCHIATRY AND 

LEGAL ASPECTS OF PSYCHIATRY 

- The Physician and Testamentary Capacity. GENE L. USDIN, New Orleans, La., Am. J. 
Psychiat. 114:249-256, Sept., 1957. 


The evaluation of the mental competency of the individual to make a valid will provides 
an interesting field, but relatively little attention has been paid to this problem. The law 
looks upon the right to pass on one’s property as almost a God-given right. Physicians 
often believe that the protection of this right is overdone to the extent that significantly 
ill patients make legally valid wills that really do not indicate what the basically or emo- 
tionally healthy person would choose. There are problems of semantics between the two 
disciplines, and courts often minimize expert medical testimony. 

The article attempts to review the specific problems involved, makes specific suggestions 
regarding improvements (for example, a procedure whereby impartial medical opinion 
could be applied in cases involving testamentary capacity) and cites interesting examples 
of contested cases. One such case is that of a testator who made a will at the age of 101 
that was held valid. The author points out that, in themselves, beliefs in witchcraft, clair- 
voyance, spiritual influences, premonitions, mind reading, transmigration of the soul, or 
occult religions do not affect the validity of a will. 

The article closes with the thought that, while present day dynamic psychiatry recognizes 
the vital impact of unconscious motivation of behavior, law leaves no place for such recog- 
nition, although it is beginning to take hesitant steps in that direction. 52 references. 
Author’s abstract. 
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ALCOHOLISM AND DRUG ADDICTION 


2. A Fellow-up of Alcoholics Committed to a State Hospital. MELVIN L. SELZER AND WILLIAM 
H. HOLLOWAY, Ypsilanti, Mich. Quart. J. Stud. on Alcohol. /8:98-120, March, 1957. 


An intensive study was made in 1955 of the post hospital adjustment of 98 confirmed 
alcoholic persons who had been committed to a state mental hospital in 1948 and 1949. Of 
these, 12 could not be adequately evaluated despite direct follow-up techniques using trained 
social workers. 

No significant relationships were found between total years of drinking and recovery, 
nor between duration of excessive drinking and recovery. Neither the number of admis- 
sions to the state hospital nor the total amount of time spent in the hospital was signifi- 
cantly related to recovery. However, the younger persons committed to the hospital seemed 
to have poorer prognoses for rehabilitation. Similarly, the earlier the alcoholic began drink- 
ing, the worse the prognosis 

Deaths and the contraction of pulmonary tuberculosis during the posthospital period were 
significantly higher than in the general population. 

At least 41 per cent of those who could be evaluated were considered rehabilitated. Para- 
doxically, 13 were able to return to moderate drinking. Although 41 per cent is not a par- 
ticularly impressive statistic, all were resistant to hospitalization and many initially denied 
any alcoholic problem. Thus they represented an initially poor prognostic group. It is 
suggested that state hospitals establish more comprehensive programs designed to treat 
those alcoholic persons who are unlikely to seek help on a voluntary basis, namely, most 
alcoholics. 29 references. 5 tables.—Author’s abstract. 


CLINICAL PSYCHIATRY 


3. Evolution vs. ‘‘Revolution’’ in Psychotherapy: A Biodynamic Integration. JULES H. 
MASSERMAN, Evanston, III. Behavioral Sc. 2:89-100, April, 1957. 


The essentials of psychotherapy are (1) maintenance of the scientific prestige, ethical 
integrity, and social influence of the psychiatric and allied professions and of the individual 
therapist, and (2) warm, unashamedly personal acceptance of each patient as a hurt, fright- 
ened, and troubled human being seeking relief and guidance. These can be accorded in a 
number of ways. 

The skillful utilization of every medical means should be made available to relieve bodily 
pain and dysfunction, or to suspend undesirable activities until more favorable ones can be 
established. 

Tactful and sympathetic exploration should be done of the nature of the patient’s moti- 
vations, the origins of his conscious and unconscious symbolic representations and value- 
systems, and the goals of his characteristic patterns of behavior in relation to their inter- 
locking advantages and disadvantages in the present and in the probable future. The 
first objective will be to help the patient recognize that his previous patterns of behavior 
were neither as necessary nor as advantageous as he had implicitly assumed them to be. 
But to leave the patient thus would be to place him in a new quandary; his former ways 
are no longer even delusionally effective, but he has not yet learned new and better ones 
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to take their place. It is, therefore, equally necessary to utilize optimal transference situa- 
tions and other therapeutic opportunities to impart the second essential portion of the dual 
dicta of insight, namely, that new patterns of conduct are really preferable, not only because 
they are legal, moral, or “mature’’ but because in the long run they will result in greater 
over-all satisfaction for all concerned. Such reorientations may be rendered more effective 
by combinations of the following techniques: re-education of the patient by the therapist; 
and utilization of every available system of progressive social participation through en- 
lightened selfinterest, whether in supervised milieu or in group therapy, or as indirectly 
arranged with the patient’s family, friends, employer, or social group. Here, too, the deep 
influences of the patient’s religious, political, or other loyalties, instead of being attacked, 
may be used to their best advantage. Indeed, it is the eventual efficacy of all these read- 
justments that determines whether or not the patient will be reaccepted as a happy and 
useful member of his society, and this in turn will spell the success or failure of the therapist. 
18 references.—Author’s abstract. 


4. The Drug Placebo: Its Psychodynamic and Conditional Reflex Action. ALBERT A. KUR- 
LAND, Catonsville, Md. Behavioral Sc. 2:101—110, April, 1957. 


The latest information on the drug placebo is reviewed. It was obtained from the in- 
sights and conclusions of experimental investigations dealing directly or indirectly with the 
problem. Topics considered are the nature and experimental use of the placebo, the factors 
influencing placebo reactivity, the personality and reactivity, and the placebo reactivity in 
the psychotic person. Certain findings in conditional reflex studies relative to the placebo 
problem are presented, and this area is suggested as being particularly fruitful for future 
2xploration. Indications for placebo control in research are also given. 

The following are a few tentative impressions concerning placebos that are offered by the 
author in the light of current scientific information. Placebo reactivity may be cyclical 
in character; the forces bringing this about are stil] largely unknown. In general, younger 
patients tend to display more placebo reactivity than do older ones. There seems to be no 
difference in the range of placebo reactivity reported in psychotic and nonpsychotic pa- 
tients. There are indications that the type of control exercised by the personality structure 
is related to placebo reactivity; this control might profitably be viewed in terms of psy- 
chodynamics and conditional reflex responsiveness. 30 references. 1 table.—Author’s 


abstract. 


5. The Classification of Schizophrenia: The Views of Kleist and His Co-workers. F. J. 
FISH, Edinburgh, Scotland. J. Ment. Sc. 103:443-463, July, 1957. 


Kleist divides schizophrenia into typical and atypical varieties. The typical varieties are 
similar to diseases of the neurologic system, such as Friedreich’s ataxia, in that one neu- 
rologic system is involved. In atypical schizophrenia more than one system is involved and 
there is probably also some causative factor, possibly endocrine, outside the nervous system. 
This accounts for the difference in the course of the illnesses, as the typical forms tend to 
reach a certain defect state and do not change much thereafter, whereas the atypical forms 
have a fluctuating course with marked remissions. 
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Schizophrenia is divided into the catatonic, the paranoid, the confused, and the hebe- 
phrenic types. There are 7 typical catatonic illnesses and 1 atypical, and 6 typical paranoid 
illnesses and 1 atypical. Confused schizophrenics have severe speech and/or thought dis- 
orders. The confused schizophrenics with speech defects comprise | typical form and | 
atypical form, and those with thought disorders 2 typical forms and | atypical form. Severe 
affective disorders are considered characteristic of hebephrenia and 4 typical forms and no 
atypical forms are noted. Kleist believes that combinations of 2 typical forms in any sub- 
group may occur and he calls these combined forms. A brief review of Kleist’s views on 
speech and thought disorder is also given. 18 references.—Author’s abstract. 


GERIATRICS 


6. The Psychodynamics of Aging. JULES H. MASSERMAN, Chicago, III. Geriatrics. 12: 
115-122, Feb., 1957. 


The aging person senses his growing deficiencies, but often tries to avert their import by 
psychologic denial, by strenuous efforts to reassert status and control, or by emotional re- 
gression to pre-emptive dependence. Such overcompensations, when excessive, may lead to 
personal, familial, and social tragedies. However, they can be prevented or mitigated by 
providing the elderly person, not with a bleak antechamber to death in some private or state 
institution, but by helping to preserve as long as possible their human dignity and cultural 
participation.—Author’s abstract. 


PSYCHIATRY OF CHILDHOOD 


7. Classification of Mental Deficiency on an Etiological-Pathological Basis. cyrit B. 
COURVILLE, Los Angeles, Calif. Bull. Los Angeles Neurol. Soc. 22:10-19, March, 


1957. 


This introductory study to an investigation on the pathology of mental deficiency was 
based on a survey of the autopsy records available in the Cajal Laboratory of Neuropa- 
thology of the Los Angeles County Hospital. A total of 114 subjects who had been frankly 
mentally deficient were subjected to autopsy in this institution. Only those children who 
had survived long enough for the intellectual deficit to become recognized were included. 
It was acknowledged that, because the hospital was a general hospital, the data on the 
various causes could not indicate incidence. 

In the series of 114 patients, there were 35 in whom gross malformations of the brain 
were found (hydrocephalus, 20 patients; porencephaly, 4 patients; macrogyria, 3 patients; 
agenesis of the corpus callosum, 4 patients; and primary microcephalia, 4 patients). In 
another large group of defective children with organic disorders of the brain, the central 
lesions were believed to be the result of anoxic-ischemic disorders; there were 42 patients in 
this group, which is one third of the entire number. This fact suggests that asphyxia at 
birth is an important cause of mental deficiency. The third largest group was that com- 
prised of Mongolian idiots, of which there were 11, a little less than 10 per cent of the whole 
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group. Eleven children were in the group of those with organic disorders in which heredity 
may have played a part. The infectious disorders (including 6 patients with congenital 
syphilis) were the apparent cause in 8 patients; kernicterus was the apparent cause in 2. 
patients and cretinism in only | patient. In 3 patients physical damage to the brain inci- 
dent to difficult birth was the presumed cause. In 1 child, x-ray to the pregnant uterus was 
the obvious cause of mental enfeeblement. Particularly striking was the absence in this 
group of patients of the so-called primary defects of mentation, which are believed gen- 
erally to be of hereditary origin. Undoubtedly patients with such disorders had come into 
the hospital and died of some other cause, no mild intellectual deficit being recorded in the 
autopsy protocol. The chief significance of the study is that it serves to point out the fact 
that organic disease of the brain plays an important part in the production of mental de- 
ficiency. 28 references.—Author’s abstract. 


PSYCHIATRY AND GENERAL MEDICINE 


8. Borderline Psychotic Patient: Importance of Diagnosis in Medical and Surgical Practice. 
MILTON H. MILLER, Madison, Wis. Ann. Int. Med. 46:736-743, April, 1957. 


The great majority of patients suffering from borderline psychotic illnesses are cared for 
by physicians who are in the general practice of medicine or n a nonpsychiatr c specialty. 
The average physician will have many patients under his care who suffer from mild psy- 
chosis, ambulatory schizophrenia, or severe paranoid illnesses. There are many patients, 
perhaps several million in this country, with borderl ne psychotic illness. In addition, the 
percentage of such patients seen in average practice is heightened because these marginally 
adjusted patients are often particularly concerned about their bodies. Their emotional 
illnesses find expression through preoccupation with somatic complaints. 

Early diagnosis of severe emotional illness is desirable. Characteristics of the borderline 
psychotic patient are enumerated in this paper and are illustrated with several brief case 
studies. Chief among the characteristic signs of borderline psychotic illness are inappro- 
priateness in attitude toward compliants and toward the physician, eccentric and unpre- 
dictable response to treatment, and evidence of deterioration in social and work adjustment, 
with increasing preoccupation with somatic complaints. It has been stressed that the 
borderline psychotic patient frequently exerts strong pressures upon the physician to under- 
take more drastic treatment methods than the physician believes are needed. The very 
vagueness of the patient’s complaints may mislead the physician. 

The physician’s most effective therapeutic techniques in treating the patient with border- 
line psychosis include interest in the patient and willingness to listen, conservative but 
appropriate medical management, and application of the psychotherapeutic techniques that 
are implicitly present in the careful physical examination, the prescription of medicine, and 
the return visit.—Author’s abstract. 


9. The Psychosomatic Approach in Medicine. HAROLD 1, KAPLAN AND HELEN S. KAPLAN, 
New York, N. Y. Ann. Int. Med. 46:1063—1078, June, 1957. 


It has been estimated that patients suffering from psychosomatic diseases make up at 
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least 50 per cent of those seen by the general practitioner and the internist. Psychosomatic 
disease is a physical illness that is caused wholly or in part by emotional factors. According 
to current theory, such psychosomatic conditions are regarded as resulting from the physi- 
ologic accompaniments of chronic, intense emotional states. Neurotic conflicts, disturbed 
interpersonal relationships, and self-defeating patterns of behavior are probably the most 
prevalent causes of the chronic intense emotional states that contribute to the genesis of 
psychosomatic conditions. The specific symptoms that develop in the psychosomatic pa- 
tient depend on the reactivity and vulnerability of the particular organ systems and not 
upon the specific nature or the source of the emotional stress. 

Successful treatment of such patients depends upon the recognition and management of 
causative psychogenic factors. The authors believe that the general practitioner and in- 
ternist can successfully evaluate and treat the psychologic difficulties of many of these 
patients, and they present some practical and theoretical suggestions on the technique of 
the total management of psychosomatic patients. Some methods designed to help the 
general practitioner evaluate the presence and extent of contributing psychologic factors in 
somatic disease are described. Various superficial psychotherapeutic techniques that the 
general practitioner may use in the psychologic management of these patients are suggested, 
such as giving the patient emotional support, affording him an opportunity for ventilation 
and psychocatharsis, giving him direction and reeducation, manipulating the environment, 
and at times interpreting certain of the emotional difficulties. The basis of all psycho- 
therapy, superficial as well as intensive, is a warm, positive doctor-patient relationship. 
The purpose of psychotherapy is to produce a change in the patient’s behavior in order to 
diminish his anxiety and thereby to help his physical condition. If the patient does not 
respond to this symptomatic management of his illness, he should be referred for psychiatric 
consultation. If the psychiatrist believes that psychiatric treatment is indicated and that 
the patient is deemed amenable to psychotherapy, the psychiatrist should treat the psychic 
aspects and the internist the somatic aspects of the patient’s difficulties. From then on, co- 
operation between psychiatrist and internist is necessary to accomplish a comprehensive, 
total therapeutic approach to the psychosomatic patient. Failure on the part of the in- 
ternist to recommend psychiatric collaboration when it is indicated may result in failure of 
the therapeutic regimen and chronic invalidism for the patient. 10 references.—Author’s 


abstract. 


PSYCHIATRIC NURSING, SOCIAL WORK, AND MENTAL HYGIENE 


10. Basic Concepts for the Restoration of the Psychiatric Patient to the Community and 
Employment. LLEWELYN H. KING, Murfreesboro, Tenn. South. M. J. 50:862-867, 
July, 1957. 


The success of a program for the restoration of the psychiatric patient depends upon 
several factors, among which are the attitude of the community toward the mentally ill, 
the availability of trained personnel, and the philosophy, attitude, and criteria employed in 
the approach to the problem. Much depends upon a closer liaison between the staff of the 
mental hospital and the rehabilitation agency. Success will be influenced by the programs 
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of instruction on and orientation to the nature of mental illness, its causes, its treatment, its 
prognosis, and its effects upon the vocational and community adjustment of the mentally 
ill. The program will be effective when the prospective employer is as well oriented to the 
problems of the mentally ill as he is to other disabled persons. His concern will be with the 
importance of setting up work assignments that are consistent with the patient’s ability, 
aptitude, and interest. It will be the task of the staff of the mental hospital to judge ac- 
curately the degree of the patient’s recovery and to help guard against wishful thinking on 
the part of the patient in selecting the type of employment best suited for him. It will be 
to the best interests of everyone when termination of employment, if necessary, is the de- 
cision of the psychiatrist, thereby avoiding ill will and possible aggressive reaction against 
the employer.—Author’s abstract. 


PSYCHOANALYSIS 


11. Transient Psychotic Episodes during Psychoanalysis. MAY E. ROMM, Los Angeles, Calif. 
J. Am. Psychoanalyt. A. 5:325-341, April, 1957. 


A clinical presentation is given of 3 patients in whom transient psychotic episodes de- 
veloped during psychoanalytic therapy. None had a history of previous psychotic breaks. 

Case 1. A woman developed a paranoid trend with a fear of being poisoned by her hus- 
band. She was an extremely narcissistic, domineering woman who covered up her feelings 
of early rejection by her parents by being inordinately demanding. She projected her own 
hostility onto her husband by intense pathologic jealousy within the paranoid framework. 

Case 2. In a highly moral, puritanical man, following a sexual debauch, there developed 
a delusion that his chest was caved in and that he was drowning in his own blood. His 
credo was, ““The wages of sin is death.”’ 

Case 3. An obese, somewhat effeminate, married man of 30, reacted with a psychotic 
mania. In his delusion of grandeur, he planned to become President of the United States 
in order to surpass his father who at one time was president of a business. 

All 3 patients escaped into psychotic episodes during the process of working through their 
latent homosexuality. It stands to reason that these intense feelings were isolated and 
became encapsulated during the psychosexual development of these 3 patients, and found 
exit during therapy. It is the contention of the author that through the transference, these 
patients could permit themselves to express in psychotic acting-out the psychopathologic 
feelings that they did not dare face without the security of the therapeutic situation. It is 
possible that the patients expressed a plea for help in the hope that the analyst, acting as 
a benevolent parent, would stand by them while they faced the ego-alien problems that they 
had repressed. In all 3 patients the therapeutic progress became much more adequate after 
the psychotic phases were worked through. 3 references.—Author’s abstract. 


PSYCHOLOGIC METHODS 


12. Psychometric Aspects of Homosexuality. T. G. GRYGIER, Sutton, England. Ment. Sc. 
103:514-526, July, 1957. 


Research into genesis and treatment of homosexuality is often hampered by technical 
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difficulties. Assessment of relevant personality factors is usually inadequate and subjective. 
Measurement by means of psychologic tests involves numerous errors and seldom penetrates 
deeply enough to uncover the dynamics of homosexual activities. This article surveys the 
existing psychologic tests and evaluates their efficiency in this particular field. Several 
conclusions were drawn. 

No exact measure of the direction of sexual attaction is available at present. Some indi- 
cations of uncertain validity may be obtained by means of projective tests. 

More precise data are available on the homosexual’s attitudes, behavior and perception, 
but most of the published evidence is of doubtful value. 

Various psychologic and cultural aspects of masculinity and femininity have been isolated 
and can be measured, but an indication of psychologic femininity in men or masculinity in 
women is not always a sufficient basis for a diagnosis of homosexuality. 

Projective and developmental tests can be used successfully to establish the dynamic 
organization underlying homosexual behavior. A pilot study by means of the Dynamic 
Personality Inventory is reported. The new test, developed by the author, appears to 
possess adequate validity for measuring the personality organization of the homosexual. 
It permitted differentiation of a group of homosexual men from a control group of well 
adjusted men in terms of sexual identifications, social role-taking, and feminine narcissism. 
91 references.—Author’s abstract. 


TREATMENT 
a. General Psychiatric Therapy 


13. A Biometric Evaluation of the Somatotherapies in Schizophrenia. viRGINIA M. STAUDT 
AND JOSEPH ZUBIN, New York, N. Y. Psychol. Bull. 54:171-196, May, 1957. 


A review of the literature evaluating the somatotherapies indicates that many studies 
have not been properly planned and designed. Among the serious defects from which many 
studies suffer are (1) lack of homogeneity of patients studied with respect to diagnostic 
classification, age, duration of illness, and follow-up; (2) too brief, poorly executed, or in- 
adequately reported follow-up; (3) lack of or poorly chosen control subjects; (4) inadequate, 
ill-defined, or unspecified criteria for evaluating outcome; and (5) failure to report deaths, 
especially in follow-up studies, or inclusion of dead subjects in the category representing 
their status at the time of death. 

In spite of the defects, the studies have shown short-term advantages but have failed to 
demonstrate definitely significant advantages for the specific somatotherapies in the long 
run. Review of the literature, however, has revealed the following. 

When immediate outcome alone is reported, the treated persons seem to show a distinct 
advantage over the untreated. Hospital stay is reduced and death rate is apparently lower 
for treated persons. 

Long-term follow-up studies do not show better results for treated as compared with un- 
treated persons in terms of recovery and improvement. Recovery rate hovers around 35 
to 40 per cent. After five years more patients tend to recover in nonspecific therapy (and 
even in control groups); more relapses occurred among those treated. 
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In general, the specific somatotherapies seem to work better with patients whose illnesses 
are of short duration. Therefore, it may be that the therapies merely accelerate improve- 
ment in those who would recover spontaneously anyway. Even this, however, must be 
recognized as a real advantage. 

It may be that if better prognostic indicators for the efficacy of each therapy were avail- 
able, the results of each of the therapies would surpass the outcome of the nonspecific 
therapies. 

This review of the literature emphasizes the need for more carefully planned and designed 
studies evaluating the somatotherapies. If comparisons are to be made, they should contain 
certain minimal information regarding sex, age of onset and type of onset of illness, age at 
time of treatment and type of treatment, duration of follow-up, and accurate report of 
deaths. In comparative studies the selection of control subjects matched as to these factors 
is essential. 85 references. 6 figures. 7 tables.—Author’s abstract. 


14. Effects of Physiodynamic Treatments in a Hospital over a Ten-Year Period. 1sipor w. 
SCHERER AND ARNOLD TREHUB, New York, N. Y. Dis. Nerv. System. 18:56-58, 


Feb., 1957. 


This study surveys the results of certain treatments at the Northampton Veterans Ad- 
ministration Hospital from 1946 to the present. It describes the improvement status of 533 
mental patients who received electroconvulsive treatment, insulin, and drug therapy (chlor- 
promazine, reserpine) and on whom lobotomies were performed. Improvement status was 
based on an evaluation made two to five months after treatment. A group of control sub- 
jects (N = 68), who received none of the physiodynamic treatments, was evaluated at a 
comparable time interval. In this sample as a whole, without parceling as to age, chronicity, 
or diagnosis, it was found that chlorpromazine was most effective, followed in order of 
effectiveness by reserpine, insulin, electroconvulsive therapy, and lobotomy. With age and 
diagnosis controlled, it was found that among a sample of persons with chronic conditions, 
drugs were most effective, although not significantly more so than electroconvulsive therapy; 
among a sample of persons with acute conditions, no one treatment appeared to be sig- 
nificantly superior. Although no apparent statistical advantage was noted in so far as the 
use of drugs was concerned, the ease with which this treatment is administered permits its 
use with more patients; consequently the absolute number of patients who will improve will 
be greater. When certain tests of memory, learning, abstraction, attention, and self concept 
were analyzed, significant changes resulting from treatment were noted only on the self- 
concept test, despite the positive alteration in improvement status. 2 references. 8 tables. 

Author’s abstract. 


b. Drug Therapies 


15. Meprobamate in the Treatment of Tension States. G. C. HELLER, D. WALTON, AND D. A. 
BLACK, Rainhill, England. J. Ment. Sc. 103:581-588, July, 1957. 


A clinical trial was done using meprobamate on 32 inpatients of a neuropsychiatric hos- 
pital. Criticism was made of investigations in which diagnostic grouping is disregarded. 
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With respect to methodology, the possibility was stressed of minimizing error by matching 
experimental and control groups in terms of degree of suggestibility. 

Clinical selection of the trial patients was made by elucidating the predominant symptoms 
of tension, manifested mainly by restlessness, insomnia, headaches, irritability, and attacks 
of panic. The tests used were Taylor’s Anxietv Scale and selected parts of the Minnesota 
Multiphasic Personality Inventory; the method of paired matching was employed, and the 
experimental and control groups were both matched regarding anxiety tension as well as 
suggestibility. 

The results were computed by the criteria of Basic Personality (Eysenck’s grouping of 
dysthymics-hysterics), Suggestibility (measured by degree of hypnotizability), and Effect of 
Treatment. Of the 13 hysteric persons in the group, only 2 improved (both on the placebo), 
whereas of the 19 dysthymic subjects, 8 of the 10 receiving the drug showed either a very 
marked or a marked improvement. 

Crossmatching in the various subgroups showed no significant differences, and it could 
be safely concluded that in dysthymic persons (anxiety states, obsessional states, mild de- 
pression) the drug effected tranquilization, whereas in hysteric persons (hysteria, inade- 
quacy, sociopathy) it did not. ° The higher degree of suggestibility in the dysthymic patients 
did not influence the result. No side effects were noted, and the trial was entirely blind. 
16 references. 2 tables.—Author’s abstract. 


16. The Use of Reserpine (Serpasil) in Mentally Ill Epileptics. cLyDE BROOKS, Tuscaloosa, 
Ala. Dis. Nerv. System. 18:275-276, July, 1957. 


It was the purpose of this study to determine whether or not reserpine is a safe and useful 
agent for treating mentally ill epileptic persons, and to determine particularly what the 
effect of reserpine is on the incidence of seizures and what side effects are seen. 

The plan of study was to observe a group of epileptic, mentally ill patients by giving to 
each only the required daily dosage of anticonvulsant medication for a control period. The 
same group of patients were next observed while receiving the same dosages of anticon- 
vulsant medication with adequate doses of reserpine added. The control periods varied 
from one to four months, and the reserpine therapy periods varied from two to five months 
with a final period of eight months; the total time covered by the study was two years and 
eight months. One hundred and twenty patients were included in the study. 

Most of the patients received 3 capsules of diphenylhydantoin (each 0.1 Gm.) daily. 
Some also received phenobarbital (14 to 114 gr.) daily. The dosage of anticonvulsants was 
maintained, with few exceptions, unchanged during the control and the reserpine therapy 
periods. During the reserpine therapy periods the doses of reserpine were 2, 4, or 5 mg. 
daily. 

Of the 120 cases, the total number of patient-months during control periods was 717, and 
the total number of patient-months during treatment with reserpine was 770. Average 
convulsions per patient per month during control periods was 3.72 and during treatment 
with reserpine, 2.5. These results show a reduction of seizures of approximately one third 
while the patients were receiving reserpine therapy. Side effects were not serious or trouble- 
some. 
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The patients received the beneficial effects of reserpine. The negativistic, uncooperative, 
restless, agitated, assaultive, combative, hostile, truculent patients became more quiet, co- 
operative, affable, and friendly. Those who previously refused to talk began to talk. Pa- 
tients who had been moody and morose, who refused to take part in any ward activities, 
who never looked at television or motion pictures, and who could not be trusted out of their 
rooms, changed and are now participating in various activities. They go swimming, go to 
church services, to baseball games, and on bus rides, and they now help with housekeeping 
on the wards, or in the dining rooms. Some have joined clubs, and some work in occupational 
therapy. Many patients taking reserpine tend to gain weight. Many of them, when im- 
proved, ask to be sent home; some were granted furloughs and are well adjusted outside the 
hospital. 

In the study, then, covering two years and eight months and including 120 patients, 
reserpine in doses from 2 to 5 mg. per day (with standard anticonvulsant medication) re- 
duced the incidence of convulsive seizures in mentally ill epileptic persons by approximaely 
33 per cent, in addition to ameliorating the signs and symptoms of the disturbed state. It 
was concluded that reserpine is a safe and effective agent in the treatment of mentally ill 
epileptic persons. 6 references. 1 table —Author’s abstract. 


17. Clinical Evaluation of Meratran and Frenquel on a Chronic Psychotic Population. 
BURTON C. ROSNER, LOUIS B. FIERMAN, AND JOHN F. KRAMER, West Haven, Conn. Am. 
J. Psychiat. 113:993-996, May, 1957. 


Pipradrol (Meratran) and azacyclonol (Frenquel) were administered by a double blind 
procedure to 63 chronic psychotic patients whose behavior was rated by psychiatric resi- 
dents, nurses, and aides. Azacyclonol produced no significant changes in the rated behavior. 
Pipradrol seemed to exacerbate social withdrawal and irresponsibility; it failed to increase 
the over-all activity level and failed to decrease depressive symptoms. Finally, pipradrol 
showed a significant tendency to aggravate perceptual distortion in some patients, but it 
also counteracted hallucinatory phenomena and disorientation in a few other patients. 
8 references. 2 tables.—Author’s abstract. 


18. A Two-Year Comparative Study of Ataraxics in Neuropsychiatric Patients. VERONICA 
M. PENNINGTON, Whitfield, Miss. J. Am. Geriat. Soc. 5:421-429, April, 1957. 


Clinical Studies are presented of 2360 neuropsychiatric hospital patients treated with 
reserpine, chlorpromazine, meprobamate, azacyclonol, rauwolfia, and ethchlorvynol. 

Some patients experience greater improvement with one ataraxic than with another. 
The reason for this is not evident. The impact of these drugs on the patients and on the 
hospital personnel has been remarkable. Some patients who had been on the disturbed 
wards for many years could even be discharged and could remain at home while receiving 
medication. The results have been such that chemotherapy is now believed to be the most 
efficacious and the safest treatment for neuropsychiatric patients. The combination of 
ataraxics with analeptics, pipradol and/or methyl-phenidylacetate, is advantageous in inert, 
dull, retarded, depressed, resistive patients. 
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A double blind study of five ataraxics was carried out in 196 patients. The longest dura- 
tion of beneficial effect was obtained with reserpine. The highest rate of improvement was 
achieved with chlorpromazine (68.9 per cent vs. 62.1 per cent with reserpine). The peak of 
improvement in 67.7 per cent of patients occurred in the four weeks following omission of 
reserpine therapy while the patients were receiving a placebo. This is evidence of the pro- 
longed beneficial effect of reserpine. 

The side effects observed during treatment with reserpine, whole rauwolfia root, and 
chlorpromazine were more annoying than serious. Meprobamate and azacyclonol produced 
no side effects. All of these induced varying degrees of reduction in blood pressure. 12 
references. 5 tables.—Author’s abstract. 


19. An Appraisal of Chlorpromazine Based on Experience with 1090 Patients. N. WILLIAM 
WINKELMAN, JR., Philadelphia, Pa. Am. J. Psychiat. 113:961-971, May, 1957. 


This article is a continuation of the preliminary report that was published on May 1, 1954, 
the first work done on this drug in the United States. The purpose is to report on 1090 
psychiatric patients, three-fourths of whom have been followed for over one year, one-third 
for over two years, and many for over three years. Most of the patients had psychoneuroses, 
but there were many with schizophrenia, senile psychoses, children with various behavior 
disorders, psychophysiologic reactions, and syphilis of the central nervous system. The 
study was primarily one of outpatients. Essentially, in approximately four-fifths of the 
patients moderate to excellent results were achieved with the drug. Two control studies 
with phenobarbital proved the marked superiority of chlorpromazine. Control studies with 
a placebo contrasted the 35 per cent effectiveness in placebo administration with the general 
84 per cent effectiveness of chlorpromazine. Side reactions were described in detail and 
divided into undesirable reactions that were of no consequence and those that were more 
serious. It was pointed out that most patients require continued administration, and the 
relapse rate is high when the drug is stopped (80 per cent in six months). It was pointed out 
that this rate could be reduced by half if patients were being treated simultaneously with 
well oriented psychotherapy. 

The author believes that chlorpromazine is a highly effective drug, more effective in some 
patients than in others, and its exact effectiveness cannot be predicted except by actual 
therapeutic trial. It is more effective in severe than in mild symptomatology and is most 
effective when there is overactivity in any subdivision of psychomotor activity. Prognoses 
for persons with acute illnesses are better than for those with chronic illnesses, and chronic 
hypochondriases or character problems offer poor prognoses. It is suggested that chlor- 
promazine be given on a three to six week trial basis. It should be used in an optimum 
manner since small amounts are essentially worthless. It is believed that chlorpromazine 
administration should be considered “chlorpromazination” rather than routine adminis- 
tration of a drug, and it is believed that it is as sensitive and skilled a procedure as anti- 
convulsives for the epileptic or insulin for the diabetic. The author shows that most patients 
who were referred to him by general practitioners and nonpsychiatric specialists and who 
were taking the drug were on totally inadequate amounts. As in the previous publication, 
the author points out that therapy could be considered as either primary or secondary; the 
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primary treatment employs the drug as the most basic therapy available, whereas the sec- 
ondary treatment employs it as ancillary and more symptomatic therapy. The author be- 
lieves that the drug can be used as secondary treatment with psychoanalytic or dynamic 
psychotherapy, and its eventual good in this manner would outweigh any drawbacks. 
Optimum chlorpromazine therapy should be combined with well oriented psychotherapy. 
It is believed that chlorpromazine prevents many hospitalizatiors. Furthermore, pure 
depressive phenomena do not respond to the drug unless they are complicated with agitations 
of various kinds. Administration of the drug should be stopped slowly and not abruptly, 
as the remission rate is much higher on abrupt cessation. 

The author also stresses that anxiety is an important component of healthy mental func- 
tioning and plays an important part in adjustment to reality; drugs should be used only 
when anxiety is pathologically increased, and the anxiety shou d be regulated carefully so 
that the organism wi'l be able to respond in a healthy manner to normal environmental 
stress. The author reported tentative conclusions on the use of the drug in psychoanalytic 
psychotherapy. There appeared to be a reduction in the observable phenomena of id 
impulses and a building up of ego strength. 


20. Reserpine in Anxiety States. E.H. HARE, C. P. SEAGER, AND A. LEITCH. Lancet 000: 
545-547, April 28, 1956. 


Even if a new drug is shown by controlled trials to be of value in the treatment of an 
illness, it must be shown, before its general use can be advocated, to be at least as effective 
as standard remedies or to have a lower toxicity or fewer side effects. 

This paper reports a trial planned to compare, under controlled conditions, the efficacy 
of reserpine in anxiety states compared with that of a placebo and of a barbiturate. Thirty- 
three patients suffering from anxiety were studied. Each patient received each drug for a 
week: reserpine (2 mg. three times daily), amylobarbitone sodium (2 gr. three times daily), 
and a placebo. The double blind technique was used, and the drugs were identical in ap- 
pearance. The patients’ responses were assessed objectively by physicians and nurses and 
subjectively by the patients on rating scales completed both daily and weekly. 

The validity of the assessments was shown by the close agreement between objective and 
subjective reports and by the fact that certain symptoms such as dizziness, drowziness, and 
trembling, recognised side effects of reserpine, were recorded as most marked during the 
weeks when the patients received reserpine. 

The results clearly indicate that patients were comparatively greatly improved while 
receiving amylobarbitone sodium but that the effect of reserpine was no better than that of 
the placebo. Possible objections to the general validity of the method, particularly the 
short duration of the trial, are considered. 9 references.—Author’s abstract. 


21. Endocrine Concomitants of Certain Physical Psychiatric Treatments. M. REISS, Bristol, 
England. Internat. Rec. Med. & G.P.C. 169:431—438, July, 1956. 


Mental breakdown and psychiatric disturbance can be precipitated by a great number of 
quite different stress conditions. When the homeostasis, as conditioned by the endocrine 
equilibrium, is disturbed, the individual cannot sufficiently adjust himself to these stress 
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conditions and he breaks down. The quality of the psychopathologic pattern depends on 
the premorbid personality pattern. Physical treatment in psychiatry consists of standard- 
ized stress conditions. When comparing the multitude of the possible precipitating stress 
conditions with the stresses applied therapeutically, one may best liken the situation to the 
casting out of devils by Beelzebub. 

It seems important to study the endocrine concomitants of psychiatric stress treatments 
in order to avoid further deterioration, on some occasions, of an already disturbed hormone 
equilibrium. Investigations on animals can point to the general direction in which endocrine 
changes might occur under various stress conditions. In the animal experiments reported, 
it is shown how various stress conditions need not entirely act via the pituitary. It is further 
shown that electroshock decreases the ACTH content but increases the thyrotropic hormone 
content of the pituitary. In some experiments insulin coma increased the ACTH content 
of the pituitary. Chlorpromazine has a far reaching influence on the endocrine equilibrium: 
it influences the activity of the thyroid, adrenal, and ovary, and the ACTH content of the 
pituitary is increased. 5 references. 8 figures. 1 table——Author’s abstract. 


22. Trial of Reserpine in Treatment of Schizophrenia. J. N. P. MOORE, AND E. A. MARTIN, 
Dublin, Eire. Brit. M. J. 1:8-14, Jan. 5, 1957. 


A controlled trial showed that reserpine given orally in dosages of 2 to 8 mg. daily may 
benefit deteriorated chronically ill hospitalized schizophrenic persons. 

Chronically ill schizophrenics who have failed to achieve a sustained remission following 
electric convulsive therapy, insulin coma, or leukotomy may improve remarkably with 
intensive reserpine therapy. A follow-up study one to two years after treatment confirmed 
the value of reserpine in a group of 38 patients of this type. The dosages given were 5 to 
10 mg. intramuscularly and 3 mg. orally daily for three to seven weeks. The dosage was 
gradually reduced, and in some cases the patient was kept indefinitely on a small oral main- 
tenance dose. 

Patients with schizophrenia of insidious onset but without florid symptoms may respond 
favorably to intensive reserpine therapy. Immediate results of intensive reserpine therapy 
in acute schizophrenia are impressive. A follow-up study one to two years after treatment 
showed 15 of 21 patients in remission, 2 being classified as improved. 

Severe depression of the endogenous type with characteristic early morning waking and 
suicidal preoccupation is the most serious complication of the treatment. Incidence of this 
was greatest in persons with the schizoaffective type of illness. A history of endogenous de- 
pression is a contraindication to the use of the drug. 

Some chronically ill schizophrenic persons improve on oral dosage only. Intensive and 
prolonged treatment seems necessary in most cases of progressive schizophrenia. The 
results achieved in persons in chronic anxiety states are unimpressive. Patients with an- 
orexia nervosa may improve rapidly on the drug. 

The intensive use of reserpine has made disturbed behavior in hospitalized patients ap- 
preciably less frequent. Patients can enjoy more freedom. There is an increased demand 
on the hospital staff for individual psychotherapy. 10 references. 11 tables.—Author’s 
abstract. 
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23. Comparative Study on Thorazine and Serpasil in Mental Defectives. GEORGE R. SPROGIS, 
WALDEMAR LEZDINS, SHIRLEY D. WHITE, CHARLES MING, MARY LANNING, MILES E. 
DRAKE, AND GERTRUDE WYKOFF. Am. J. Ment. Defic. 61:737-742, April, 1957. 


The tranquilizing effect of rauwolfia and chlorpromazine was studied in 154 mentally 
defective nonpsychotic women who manifested either alone or in combination such malad- 
justed behavior as noisiness, aggressiveness, or destructiveness. The group was divided in 
half according to mental age. On an average daily dose of either 3 mg. of rauwolfia or 185 
mg. of chlorpromazine, both groups were evaluated at frequent intervals. After eight 
months of this therapy, good to very good response was observed in 77 per cent of patients 
receiving rauwolfia and 79 per cent of patients receiving chlorpromazine. The side effects 
were drowsiness, tachycardia, and hypotension. Allergic dermatitis developed in 1 patient 
receiving rauwolfia and in 2 receiving chlorpromazine. Jaundice was not observed. Placebo 
substitution showed that the period of lasting beneficial effects was longer in patients re- 
ceiving chlorpromazine. Of 55 and 38 patients receiving rauwolfia and chlorpromazine an 
average increase of weight was shown of 814 and 151% pounds, respectively, after eight 
months. Of 10 epileptics receiving rauwolfia and 7 receiving chlorpromazine an increase 
of 0.4 seizures and 1.3 seizures per patient per month, respectively, was shown. A color 
reaction was observed and studied in the urine of patients receiving chlorpromazine, which 
persisted as long as three months after the drug had been withdrawn. 

Both drugs are more effective on the low grade patient. Chlorpromazine appears to have 
a more lasting effect. Injury and property damage was greatly reduced, restraints were 
reduced from 47 to 21, and barbiturate sedation by 125 grains daily. 9 references. 4 tables. 

Author’s abstract. 


24. Effects of Promazine in Mental Syndromes. H. AZIMA, AND H. DUROST, Montreal, Quebec, 
Canada. Canad. M. A. J]. 76:442-446, March 15, 1957. 


One hundred nonselected patients in an open psychiatric setting and 26 chronically ill 
schizophrenic persons in a closed psychiatric setting were treated with an average daily dose 
of 400 mg. of promazine for the former group and 800 mg. for the latter group. Overall 
symptomatic improvement (marked to moderate) was 53 per cent. 

In 26 chronically ill schizophrenic persons, improvement in ward management was noted 
in 14 cases. In acutely ill schizophrenic persons, the best results were seen in agitated 
paranoid and borderline states. Manic and agitated depressed patients benefited most from 
the treatment. Of 45 neurotic patients, 31 showed some symptomatic relief. In 3 agitated 
organically ill patients, response was favorable. Complications were few and consisted of 
allergic responses in 4 per cent of the patients and of a rise in alkaline phosphatase levels 
in 4 per cent of the patients. There was no jaundice or extrapyramidal signs. 

The comparison of promazine and chlorpromazine in 41 patients indicated similar clinical 
effects. However, the dosage of promazine was higher and the time lag between the ad- 
ministration of the drug and the clinical response longer than with chlorpromazine. Because 
of the higher incidence of liver changes with chlorpromazine (25 per cent vs. 4 per cent) and 
of extrapyramidal complications, it is suggested that promazine is particularly useful for 
clinic outpatients or in private practice. 9 references. 1 table.—Author’s abstract. 
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25. Rauwiloid Therapy in Alcoholism. JOSEPH THIMANN, FRANK GILBERT BUCKNAM, 
JOSEPH W. GAUTHIER, AND THOMAS A. O’CONNELL, Boston, Mass. Am. J. Psychiat. 
113:694-697, Feb., 1957. 


Withdrawal of alcohol may produce enough discomfort to necessitate some sedation. 
Unfortunately, paraldehyde, chloral hydrate, and barbiturates are habit forming and there- 
fore contraindicated. 

In the fall of 1954, the Washingtonian Hospital in Boston was invited to evaluate Rau- 
wiloid (the alseroxylon fraction of Rauwolfia serpentina) and Rauwidrine (Rauwiloid plus 
amphetamine sulfate) as tranquilizing agents for subacute and chronic stages of alcoholism. 

Divided into an experimental and a control group were 199 house patients and outpatients. 
Of these, 192 were alcohol addicts. Two were barbiturate addicts and 5 were heroin addicts. 
Of the latter 7 patients, 3 were also addicted to alcohol. The investigation was carried out 
as a double-blind study, 50 patients received Rauwiloid or Rauwidrine, two other groups of 
50 patients received two different comparable tranquilizers, and 49 patients received a 
placebo. The dosages of the respective medications followed the recommendations of their 
manufacturers. There were three indications for prolonged medication, namely, (1) tension, 
irritability or insomnia; (2) imminent relapses, and (3) adjunct to psychotherapy. 

Of the 199 patients treated with the four medications, 18 showed marked improvement; 
58, moderate improvement; 58, mild improvement; and 65, no improvement. Among the 
50 patients who received Rauwiloid and Rauwidrine, 8 showed marked improvement; 21, 
moderate improvement; 11, mild improvement, and 10, no improvement. Among the 50 
who received drug B, 7 showed marked improvement; 22, moderate improvement; 13, mild 
improvement, and 8, no improvement. Among the 50 patients who received drug C, 3 
showed marked improvement; 15, moderate improvement; 18, mild improvement, and 14, 
no improvement. No marked or moderate improvement was noted among the 49 patients 
who received the placebo, although mild improvement was noted in 16; no improvement was 
noted in 33 of those receiving the placebo. 

Three case histories are given to illustrate the observations. Clinical evaluation of Rau- 
wiloid and Rauwidrine showed their value in the treatment of alcoholism. Forty of 50 
patients who received Rauwiloid showed some improvement, which in 29 of these patients 
was moderate to marked. Noteworthy was their ability to dissipate anxiety symptoms and 
the lack of toxicity produced by the drug; no habituation or further lowering of blood 
pressure was noted in hypotensive patients. The condition of 2 showed a temporary impair- 
ment. In 1 of these, a heroin addict with a history of allergy, weakness, lethargy, and upper 
respiratory tract symptoms developed when the patient received Rauwiloid. Another 
patient complained of drowsiness when receiving Rauwiloid, which disappeared when a half 
tablet was taken at atime. 8 references. 1 table.—Author’s abstract. 


For Reference 


26. Report of the International Symposium on Chlorpromazine and Neuroleptic Médications 
in Psychotherapy (Report of Colloque international sur la Chlorpromazine et les médi- 
caments neuroleptiques en thérapeutique psychiatrique {Paris, October 1955). L’En- 
cephale 45:303-1266, 1956. 
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27. The Clinical Aspect of Cerebral Anoxia. G. H. MONRAD-KROHN, Oslo, Norway. Acta 
psychiat. et neurol. 31 :87—105, 1956. 


After having dealt with the great vulnerability of all nerve cells to anoxia, particularly 
those of the cerebral cortex and the basal ganglia, and with some other general considerations, 
the author introduces a new classification that is more suited to clinical needs than the one 
previously used. The term anoxic anoxia hitherto has referred to all forms of anoxia due to 
lack of air entering the alveoli, and no consideration has been given to the many different 
ways that may bring this anoxia about. The author proposes to divide this group of anoxias 
into their different forms, all of which have to be handled (prevented and/or treated) in 
different ways. His classification, then, is comprised of the following seven different forms: 
(1) anoxic anoxia,* which is confined to the form due to lack of oxygen in the surrounding 
air, for example, aviation anoxia; (2) obstructional anoxia, which is due to some obstruction, 
for example, a foreign body in the air passage, including accumulated secretion caused by 
paralysis of the ninth and tenth cranial nerves; (3) paralytic anoxia, which is due to paralysis 
or incoordination of the neuromuscular respiratory apparatus or to myasthenia gravis; (4) 
anemic anoxia, which is due to lack of the hemoglobin sufficient for oxygen transport; (5) 
stagnant anoxia, which is due to delayed circulatory transport; (6) histotoxic anoxia, which 
is due to the inability of the tissue cells to absorb and utilize oxygen; and (7) mixed or com- 
bined anoxia, in which two or more of the afore-mentioned mechanisms are combined. 

The author then deals separately with the clinical aspects of each of these forms. Based 
on his observation of a case cf obstructional anoxia, which reduced a healthy young boy to 
a decerebrate specimen, the author suspects cases of survival after near-drowning accidents 
of sometimes resulting in some cerebral invalidism, although the oxygen economizing influence 
of the hypothermia accompanying submersion in cold water must be taken into account. 

Finally, the author comments on some of the many problems still unsolved and concludes 
that ‘“‘the acute major anoxia’ and its consequences are fairly well known, although there 
may be some doubt about the frequency of the permanent and progressive sequelae. The 
chronic “minor anoxia,’’ a long-lasting milder hypoxia possibly and probably with episodic 
exacerbations, is less wellknown. 32 references.—Author’s abstract. 


* During a discussion of the article, the term anaeric anoxia was suggested instead of anoxic anoxia. The 


author accepted this change in terms. 
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CONVULSIVE DISORDERS 

28. ‘Psychomotor’ or “‘Temporal Lobe’’ Epilepsy: A Review of the Development of Our 
Present Concepts. RUSSELL N. DEJONG, Ann Arbor, Mich. Neurology. 7:1-14, Jan., 
1957. 


The term psychomotor epilepsy was introduced by Gibbs and Lennox in 1937 to supplant 
the previously used expressions psychic variants and equivalents, and they described a slow, 
flat-topped wave in the electroencephalogram that was believed to be characteristic of this 
type of epilepsy. Later studies, however, showed that in nearly all cases of psychomotor 
epilepsy there was a focal electroencephalographic abnormality in one or both temporal 
regions. Even prior to this observation, Penfield and his coworkers had noted that in some 
patients stimulation of the temporal lobe cortex would give rise to illusions of perception, 
hallucinations, memories, and automatisms, and Jasper in Penfield’s laboratory had noted 
abnormalities in the temporal areas in the electroencephalograms of patients whose spells 
were of the psychomotor variety. 

The terms psychomotor and temporal lobe are both used for the type of epilepsy char- 
acterized by- automatisms or brief periods of automatic or abnormal behavior during which 
the patient appears to be confused and may carry out some purposeless act; although there 
is usually no loss of consciousness, the patient may have complete amnesia for the period. 
Accompanying or preceding the automatisms, or in place of them, there may be abnormal- 
ities of memory with recurring thoughts going through the mind, auditory or visual hallu- 
cinations or misinterpretations, olfactory or gustatory symptoms that may be accompanied 
by smacking or tasting movements of the lips or tongue, gastric or autonomic nervous system 
manifestations, or alterations of thinking or affect. 


Actually this type of seizure has been known since prehistoric and Biblical times, but it 
was not always appreciated as a type of epilepsy, especially as a type of epilepsy of focal 
origin. Hughlings Jackson, however, in the last century described manifestations of this 
type and associated them with lesions of the uncinate region and temporal lobe. More 
recent anatomic, physiologic, electroencephalographic, pathologic, and experimental studies 
have confirmed the fact that in this type of epilepsy there are abnormalities of function in 
or near one or both temporal] regions. 65 references. 4 figures.—Author’s abstract. 


29. Subclinical Epileptic Seizures: Impairment of Motor Performance and Derivative Diffi- 
culties. CHARLES L. YEAGER AND JOHN S. GUERRANT, San Francisco, Calif. California 


Med. 86:242-247, April, 1957. 


An interest has developed in the effects of subclinical seizures upon the performance and 
possibly upon the behavior of afflicted persons. By simultaneously recording electroenceph- 
alograms and the performance of simple motor tasks, it has been possible to demonstrate 
the effects of epileptic seizures not detectable by unaided observation and not noted by the 
patient. The effects of these subclinical seizures have been manifested variously, namely, 
by a lengthening of the time between stimulus and reaction, by inaccuracies of response to 
stimuli, or by total cessation of performance. 

From this study it is suggested that subclinical seizures probably play a role in producing 
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some of the psychiatric conditions associated with the convulsive disorders, as well as pro- 
ducing primary behavior disturbances and undifferentiated mental deficiency. It is also 
suggested that such subclinical seizures may possibly contribute to the characteristics of some 
cases of criminality and antisocial reactions and of schizophrenic reactions. 21 references. 
9 figures.—Author’s abstract. 


DEGENERATIVE DISEASES OF THE NERVOUS SYSTEM 
30. The Demyelinating Diseases and Recent Advances in the Field. JACK COLOVER, Taplow, 
England. Post-Grad. M. J. 33:115-120, March, 1957. 


This article is a short review of the demyelinating diseases, and it includes a discussion of 
recent basic research work that may throw light on the causes. An account is given of the 
clinical features of these disorders with particular reference to the mode of onset, the symp- 
toms, the signs, the course, and the laboratory findings that may aid diagnosis. Although 
overlapping may occur, the diseases are classified as acute, subacute, and chronic. The acute 
types include acute hemorrhagic leukoencephalitis and acute disseminated encephalomye- 
litis, which are subdivided into the spontaneous type and the type occurring in relation to 
virus diseases and vaccination. The subacute types include neuromyelitis optica, inclusion 
body encephalitis (Dawson’s type), and subacute sclerosing leukoencephalitis (van Bogaert’s 
type). Among the chronic types are multiple sclerosis, Balo’s disease or concentric sclerosis, 
Marchiafava-Bignami disease in which the demyelination occurs in the corpus callosum, and 
a number of types of diffuse sclerosis. Subacute combined degeneration of the cord is also 
included in the group of chronic types. The histology of the various types of lesion found 
at autopsy is described. 

The section on pathogenesis is an account of known chemical agents that produce de- 
myelination of the central nervous system under experimental conditions, and recent know}- 
edge obtained from work on experimental allergic encephalomyelitis in animals by the 
adjuvant technique is also summarized. This condition mimics some types of human 
disease histologically. There are illustrations of human and experimental lesions, some of 
which have been placed side by side for comparison. Present knowledge regarding the 
chemical structure of the types of antigenic materials that produce the experimental allergic 
condition is discussed. One of these materials is a lipoprotein containing mycolic acid ob- 
tained from acid fast bacteria and the other is a protein obtained from spinal cord. 28 
references. 4 figures.—Author’s abstract. 


31. Psychic Alterations in Disseminated Sclerosis: A General, Statistical and Rorschach-Test 
Study on 200 Patients. A. SAI-HALASZ, Budapest, Hungary, Monatschr. f. Psychiat. u. 
Neurol. 132:129-154, Aug.-Sept., 1956. 


A general psychiatric and Rorschach test study of 200 patients with disseminated sclerosis 
was carried out and evaluated both clinically and statistically. On the grounds of both the 
clinical picture and the Rorschach test, the author makes the following statements. (1) 
32.5 per cent of the patients were psychically intact. (2) The psychic involvement of the 
women was more serious than that of the men. (3) In young persons the psychic alterations 
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increase in proportion to the worsening of the disease; in older patients there is no such con 
nection. (4) The duration of the disease plays no important role with regard to psychic 
alterations. (5) Many of these patients were already premorbidly neurasthenics, hysterica: 
(12.5 per cent), or oligophrenics (6.5 per cent). (6) The most frequent psychic symptoms 
were emotional lability, euphoria, depression, hyponosognosia, uncritical attitude, and 
mental deterioration. (7) In contradiction to previous writings, mental deterioration cannot 
be considered as a psychic basic symptom, as the higher mental functions are comparatively 
well maintained; on the other hand, the elasticity of association becomes seriously impaired 
and the thinking tends to be stereotyped. (8) This disturbance of the thinking process and 
the serious change of the emotional life are the most characteristic psychic symptoms of 
disseminated sclerosis; the dynamics of the psychic unity of the patient disintegrate. 15 
references. 15 figures.—Author’s abstract. 


ELECTROENCEPHALOGRAPHY 


32. A Longitudinal Study of Electroencephalographic Frequency Patterns in Mental Hospital 
Patients and Normal Controls. MARGARET A. KENNARD AND ALEX E. SCHWARTZMAN, 
British Columbia, Canada. EEG & Clin. Neurophysiol. 9:263-274, May, 1957. 


A longitudinal study of electroencephalographic frequency patterns of patients in a mental 
hospital as compared to those of a matched control group has shown that there are such 
changes in frequency pattern with clinical recovery that a later electroencephalographic 
frequency graph more nearly resembles the normal than does the first recording. 

Subjects who became clinically more disturbed and who had longer hospital terms showed 
no such improvement in frequency graph which by contrast often became less well organized. 


An abnormal, poorly organized frequency graph was associated in this series with two 
clinical findings, namely, acute and severe onset of disturbance, and degree of dissociation 
with immediate environment. 


Examination of these differences in frequency pattern, which appear during clinical 
changes, suggest that the disorganization associated with the more severely and acutely 
disturbed is related to organization among various cortical areas rather than to variability 
of pattern as recorded successively from a single area. 10 references. 6 figures.—Author’s 
abstract 


33. +The Clinical Use of Electroencephalography. pau c. Bucy, Chicago, Ill. J. Neurosurg. 
14:442-447, July, 1957. 


The amplification and recording of the small changes in electrical potential occurring 
constantly in the living human brain is electroencephalography. In electrocardiography 
the many muscle fibers of the different compartments of the heart contract synchronously, 
thus giving rise to a fairly constant picture. In the brain such synchrony of the nerve cells 
is lacking and therefore the wave pattern seen in the electroencephalogram varies greatly 
from time to time. The few electrodes used can only pick up a summation of the electrical 


changes occurring in the millions of nerve cells. This makes it difficult to interpret ac- 
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curately the significance of the tracing. Furthermore, the tracing may be distorted by 
various factors outside of the brain such as the ordinary 60 cycle electric current, contrac- 
tion of the muscles of the head, movement of the electrodes, and the like. In addition the 
standard electroencephalographic equipment does not record all the changes in potential 
that occur. Clinical application of electroencephalography has many limitations. Many 
different types of lesions give rise to similar changes in the electroencephalogram. Other 
lesions and defects in the brain give rise to no detectable abnormality. This is particularly 
true of some tumors of the brain and of large congenital or surgical defects in the brain. 
On the other hand, 10 to 15 per cent of apparently normal persons give “abnormal’’ elec- 
troencephalograms. There is the added difficulty that different physicians interpret differ- 
ently the electroencephalograms of one patient. 

Electroencephalography is merely another laboratory test. It is useful in examining 
patients but it is never a complete examination in and by itself. It should always be inter- 
preted and evaluated only in the light of the total picture, that is, the history of the case, 
the neurologic and general physical examinations, the roentgenograms, the examinations of 
the blood, urine and spinal fluid, and such other special tests as may be indicated. Elec- 
troencephalography has a proper place in neurology and in medicine. It will not help in 
recognition of the functional psychoses, of mental retardation, psychoneurosis or migraine, 
but it may be of great assistance in identifying some brain tumors, encephalitic processes, 
and subdural hematomas that masquerade as psychiatric disorders. It may be useful in 
various epileptic disorders, notably those due to localized cerebral disturbances, particu- 
larly psychomotor epilepsy or temporal lobe epilepsy, and those due to tumors of the brain. 
13 references.—Author’s abstract. 


34. The Effects of Some Drugs on the Electrical Activity of the Brain (Part I). P. B. BRADLEY 
AND J. ELKES, Birmingham, England. Brain. 80:77-117, March, 1957. 


The effect of various drugs on the electrical activity of the brain has been studied in the 
conscious animal carrying permanently implanted electrodes, in acute preparations (encé- 
phale and cerveau isolé, respectively), and in the barbital anesthetized preparation. In the 
conscious animal, atropine and physostigmine caused a dissociation between electrical ac- 
tivity and behavior. Atropine induced slow wave activity similar to that seen in sleep; 
sleep, however, was never observed. Physostigmine led to an electrical pattern similar to 
that seen in the alert state without a corresponding alerting of behavior. The two drugs 
were mutually antagonistic. 1-Hyoscyamine produced effects similar to those of atropine. 
d-Hyoscyamine and neostigmine were ineffective, except when the latter drug was given in 
sufficiently high doses to induce peripheral symptoms. Amphetamine and lysergic acid 
diethylamide in the conscious animal led to an alerting of the electroencephalographic and 
behavioral excitement, there being in the case of these two drugs close correlation between 
electrical activity and behavior. The effects of amphetamine were independent of the en- 
vironment, depending for their effects on dosage only, whereas the effects of lysergic acid 
diethylamide were dependent on factors in the environment. 

In the acute preparations, the effects of atropine were similar to those seen in the con- 
scious animal and were still present when either the upper spinal cord, or midbrain were 
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transected. Amphetamine caused alerting both of behavior a.id electrical activity in thi 
encéphale isolé, but had no effect on the cerveau isolé. Lysergic acid diethylamide had nx 
effect on either of these preparations in the cat, but it had some effect on the encéphale isol« 
preparation in the monkey. Atrog‘ne, physostigmine, and lysergic acid diethylamide 
modified the electrocortical patterns seen in subjects under barbital anesthesia. Amphet- 
amine had no effect on barbital-induced activity. The depth of anesthesia remained un- 
affected by these drugs. None of the effects described could be correlated either with 
changes in respiration, or changes in systemic blood pressure. 

The grouping of the drugs in relation to their effects on electrical activity and on behavio1 
in the conscious animal and the levels of section in acute experiment are discussed. An 
attempt has been made to relate the findings to the known distribution of the reticular ac- 
tivating system and the physiology of the brain stem. It is suggested that three types of 
receptors are present in the brain. The receptors for lysergic acid diethylamide may be 
specially related to the medial collaterals of the great afferent pathways. 64 references. 
20 figures. 2 tables.—Author’s abstract. 


INTRACRANIAL TUMORS 


35. Primary Intracranial Neoplasms: Prognosis and Classification of 513 Verified Cases. 
K. M. EARLE, E. H. RENTSCHLER, AND S. R. SNODGRASS, Galveston, Texas. J. Neuro- 
path. & Exper. Neurol. 16:321-331, July, 1957. 


This study is a critical review of the classification and prognosis of 513 histologically con- 
firmed, primary intracranial neoplasms observed at the University of Texas Medical Branch 
in Galveston during the 62-year period from 1892 to 1954. Follow-up study to the time of 
death of the patient was obtained for 365 patients, and a minimum follow-up of five months 
was obtained for 133 patients. Four hundred and nineteen of the patients underwent 
surgery, and 195 were subjected to autopsy. A simplified classification is proposed on the 
basis of ability to predict prognosis. 

For the astrocytic gliomas, only three categories instead of the usual four could be sepa- 
rated in this study. These are glioblastoma multiforme (definitely malignant; average post- 
operative survival, six months), astrocytoma, well differentiated (slowly growing neoplasms; 
occur more frequently in children; average postoperative survival, forty-four months), and 
astrocytoma, poorly differentiated (highly variable group; some terminate as glioblastomas; 
average postoperative survival, twenty three months). No advantage was found in sepa- 
rating the meningiomas into the fibrous, meningothelial, angioblastic, osteoblastic, or mixed 
varieties. Location of these slowly growing neoplasms was the determining factor in prog- 
nosis more often than was the histologic type. There was no advantage in separating the 
ependymomas by cytologic pattern except that pleomorphism and abnormal mitoses justi- 
fied the recognition of poorly differentiated and definitely malignant types, as recognized 
for the astrocytoma group. 

Glioblastoma multiforme, the most common type, was found in 167 patients (32 per 
cent); astrocytoma, well differentiated, in 64 patients (12 per cent); astrocytoma, poorly 
differentiated, in 45 patients (9 per cent); glioma, not amenable to classification, in 28 pa- 
tients (5 per cent); medulloblastoma in 28 patients (5 per cent); meningioma in 77 patients 
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15 per cent); neurilemmoma in 20 patients (4 per cent), and pituitary adenoma in 26 
patients (5 per cent). These eight groups represent over 87 per cent of the patients. Less 
than 10 patients comprised each of the remaining groups. The increasing age of the popu- 
lation may account for the increased incidence of glioblastomas. 

Primary intracranial neoplasms were relatively less frequent in Negro adult persons than 
in white adult persons, but there was no difference in relative frequency among the Negro 
and white children. 13 references. 3 tables.—Author’s abstract. 
















NEUROPATHOLOGY 









36. Neuropathological Study of Prefrontal Lobotomy. s. yoKol, Tokyo, Japan. J. Neuro- 


path. & Exper. Neurol. 16:251-260, April, 1957. 







Degeneration of the long association pathway of the cerebrum in 7 patients having under- 
gone lobotomies was traced using principally Holzer’s method for demonstrating glial 
tissue. Survival time was from fifty-five days to six years. 

The superior longitudinal fasciculus was traceable, both ipsilaterally and contralaterally, 
from the operative lesion to its termination in the occipital lobe. In 2 patients having under- 
gone unilateral lobotomies, gliosis was clearly seen extending across the corpus callosum to 
the opposite occipital lobe. Similarly, glial proliferation was observed along the uncinate 
fasciculus from the inferior frontal white matter lesion to various parts of the temporal 
lobe, including the temporal pole, the amygdaloid nucleus, and various cortical areas slightly 
more posteriorly. Five patients showed gliosis of the cingulate fasciculus, and in 2 demyelin- 
ization of this tract could be seen. 

Gliosis in the inferior longitudinal fasciculus was followed from the uncinate fasciculus, 
anterior commissure, and external capsule. Thus an intimate connection between frontal 
and temporal lobes seemed established. Degeneration in the dorsomedial nucleus of the 
thalamus followed the frontal lesions in almost the same pattern as that reported by other 
authors. 

In the subcortical white matter, apart from the operated lesion, diffuse gliosis was ob- 
served widely. A chronic demyelinization of the cerebral white matter apart from the 
tracts mentioned was seen in 2 patients who had widespread operative lesions. 25 references. 
10 figures. 1 table.—Author’s abstract. 





















37. Unrecognized Intracranial Lesions in Mentally Sick Patients over 60. GEORGE STRASS- 
MAN, Waltham, Mass. Geriatrics. 12:350-354, June, 1957. 






Frequently, at autopsies of elderly, mentally ill patients, pathologic processes are dis- 
covered, which were not recognized before death. The reason for this is the difficulty of 
establishing a correct clinical diagnosis in such patients because of the mental disturbances. 
Among intracranial lesions in a large number of persons subjected to autopsy, most fre- 
quently observed were vascular disturbances (small embolic or thrombotic softenings and 
cysts) and acute bacterial leptomeningitis, caused chiefly by pneumococci, benign, or malig- 
nant tumors (meningiomas, pituitary adenomas, acusticus neurofibromas, and more often 
large glioblastomas). Also traumatic lesions, such as subdural hematomas and brain con- 
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tusions, not infrequently escape antemortem diagnosis. 1 reference. 5 figures.—Author’: 
abstract. 


TREATMENT 


38. Procyclidine Hydrochloride (Kemadrin) Treatment of Parkinsonism: Results in 108 
Patients. ADOLFO ZIER AND LEWIS J. DOSHAY, New York, N. Y. Neurology. 7:485- 
489, July, 1957. 


Procyclidine hydrochloride (Kemadrin) is chemically related to trihexyphenidyl (Artane) 
and has an atropine-like parasympatholytic action. An investigation on its usefulness in 
the therapy of paralysis agitans and other forms of dyskinesia commenced in April 1954 
and extended over a period of two years. It included a series of 108 patients who had and 
8 patients who did not have Parkinson’s disease (double athetosis, Huntington’s chorea, 
senile tremor, dystonia musculorum deformans, and familial tremor). Among those with 
Parkinson’s disease, 27 were of the postencephalitic, 36 of the idiopathic, and 45 of the 
arteriosclerotic type. The patients were unselected except as they had failed to respond to 
or had expressed dissatisfaction with standard remedies for Parkinson’s disease. The age 
range was from 22 to 75 years. 

Of the 108 patients with Parkinson’s disease, 62 (57 per cent) were improved and 46 
(43 per cent) unimproved; among the latter were 10 patients who claimed that the symp- 
toms were made worse by this drug. Procyclidine hydrochloride proved efficacious in the 
control of rigidity, tremor, akinesia, fatigue, weakness, and mental depression. In addition, 
it afforded striking results in 6 of the 8 patients with dyskinesia who did not have Parkin- 
son’s disease (Huntington’s chorea, double athetosis, dystonia musculorum deformans). 

Administration of procyclidine was begun with 2.5 mg. 3 times daily, and this dosage was 
increased to maximum tolerance. The optimum maintenance dosage for younger patients 
was found to be 10 mg. 3 times daily, and for older patients 5 mg. 3 times daily. The dura- 
tion of action is from four to six hours. Of the entire series of 116 patients, 42 (36 per cent) 
were maintained on procyclidine only, whereas 74 (64 per cent) received the new drug with 
other preparations. The drug readily combines with any of the antiparkinsonian agents. 

Side effects from the use of procyclidine were similar to those encountered with the use of 
other antiparkinsonian agents, the most common being dryness of the mouth, blurring of 
vision, and giddiness. These side reactions were generally milder than those resulting from 
the use of other antiparkinsonian drugs. In a number of patients, the favorable effects of 
procyclidine wore off in time, as is the case with most antiparkinsonian remedies, and treat- 
ment for such patients had to be switched. 

The authors’ findings indicate that procyclidine is a valuable addition to the treatment 
of parkinsonism and other forms of dyskinesia. 12 references. 2 tables.—Author’s abstract. 


BOOK REVIEWS 


The Doctor, His Patient and the Illness. MICHAEL BALINT. New York, N. Y. International 
Universities Press, Inc., 1957. 355 pp. $7.50. 


This excellent book grew out of a series of weekly seminars conducted by Dr. Balint, a 
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psychiatrist, and a group of general practitioners in England. The purpose of the seminars 
was to deal with some of the problems of general practice that might be clarified through 
the utilization of fairly well established points of view and techniques in dynamic psy- 
chiatry. Numerous brief case studies are presented that graphically reveal many of these 
problems and reflect the successes and failures of the methods employed in attempting to 
solve them. A great deal of attention is directed to the important but seldom investigated 
role of the personality of the physician himself as a therapeutic agent. The subjective 
meaning of the illness to the patient and how this enters into the nature of his relationship 
with the physician is discussed in a clear and stimulating manner and is well illustrated with 
case material. 

Dr. Balint carries the concept of treating the person who is ill (rather than treating the 
illness) beyond the all too frequent level of lip service only, and he shows how the general 
practitioner is in a unique position to operate within this frame of reference. He also dis- 
cusses in an illuminating way the delicate topic of the relationship between practitioners 
and specialty consultants to whom patients are often referred, with particular attention to 
the misunderstandings and differences in attitude that often arise between the two physi- 
cians with consequent dilution of responsibility for the patient. 

The need for psychological research and psychotherapy by the general practitioner is 
emphasized, and suggestions and guidelines as to psychotherapeutic intervention by the 
general practitioner are outlined by Dr. Balint in a clear and fresh manner that avoids 
misleading clichés or turgid psychiatric phraseology. 

The book may be highly recommended to any physician, regardless of his special interest, 
although it is particularly addressed to the general practitioner.—Francis N. Waldrop, M.D. 


Psychiatric Education and Progress. JOHN C. WHITEHORN. Springfield, Ill. Charles C 
Thomas, 1957. 48 pp. $3.00. 


In this slender volume are presented the Salmon Lectures of 1955, given by a distinguished 
professor of psychiatry at Johns Hopkins. No one is better fitted to discuss psychiatric 
education in this country than Professor Whitehorn. As a long time educator himself and 
as a profound student of psychiatry, as editor of the proceedings of the two Conferences on 
Psychiatric Education held in 1951 and 1952, and as a thinker of even temper and broad 
scope, he presents the fruit of his thinking. He outlines the swings of psychiatric thought 

neuro-organicism, psychoanalysis, biochemistry—and pleads for an open mind and an 
avoidance of letting hypotheses become dogmas. He concludes that “One may expect a 
new round of myths, dogmas and unexpressed supplements, but one may also hope thereby 
for a narrowing of the gap between theory and wisdom.’’ Every psychiatrist can profit by 
reading Professor Whitehorn’s words of wisdom.— Winfred Overholser, M.D. 


The Life of Man with God. THOMAS VERNER MOORE. New York, N. Y. Harcourt Brace & 
Co., Inc., 1956. 402 pp. $3.95. 


This book is primarily a religious one and is devoted to the spiritual life as practiced by 
the laity and by persons in religious life. It is worthy of note in a psychiatric journal, however, 
because of the fact that the author, a Carthusian monk, was a prominent psychiatrist, 
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founder of the Child Centre of the Catholic University of America, and for many years was 
head of the Department of Psychology and Psychiatry at that institution. He is the author 
of many well known books on psychiatry and mental hygiene. 

As a thorough student of psychiatry, he is familiar with the psychiatric literature as well 
as with the literature of the church fathers, and from time to time he compares the points 
of view. Such comparisons are found especially in the discussion of the “mystic graces,”’ 
that is, “spiritual experiences that unite the soul with God in an intellectual awareness— 
or inflame the will and the whole affective apparatus of man with an ardent love of God, 
or both things simultaneously.’’ He discusses some dreams of a religious nature, pointing 
out that the examples he cites do not show “the bizarre symbolism of the ordinary dream.”’ 
In speaking of St. Teresa of Avila, he mentions the suggestion that she might have been 
schizophrenic. But, he says, she exhibited a normal personality with great executive ability 
and a sense of humor, despite hearing voices and seeing visions. ‘‘All consciousness of the 
presence of Christ or the Blessed Mother or one of the Saints cannot be ipso facto ascribed 
to the broad category of the hallucinations of the insane.”’ 

One of the unusual features of the book lies in the original documentation of the personal 
religious experiences of approximately 200 Catholics. The subjects were asked many 
questions, starting with a scale of self evaluation of the degrees of the spiritual life and 
ranging from hardness of heart through intermittent piety and fervor to relative perfection. 
It would be interesting to know more about the persons who replied, but a reading of the 
summaries certainly does much to bolster one’s faith in human nature. Father Moore 
concludes: ‘‘Taking our group as a fair random sample of those leading a devout [Catholic] 
life, there must be thousands now living in our country who have preserved their baptismal 
innocence.’’ The book is a significant contribution to the Catholic literature.— Winfred 
Overholser, M.D. 


Studies on Hysteria. J. BREUER AND S. FREUD (Edited and translated by James Strachey, 
with the collaboration of Anna Freud). New York, N. Y. Basic Books, Inc., 1957. 
335 pp. $5.50. 


A reprint of Volume II of the Standard Edition of the Complete Works of Freud, this 
book was originally published by the Hogarth Press of London. Not only is this an entirely 
new translation by a distinguished student, but it represents a close collaboration between 
the translator and Miss Anna Freud. Also, for the first time in English, it presents the extra 
footnotes added by Freud in the 1925 German edition. The book is prefaced with a scholarly 
introduction by the editor. 

The book, as a definitive and complete translation of one of the cornerstones of psycho- 
analysis, is an important addition to psychiatric libraries, institutional and private. 
Winfred Overholser, M.D. 


The Sanctity of Life and the Criminal Law. GLANVILLE WILLIAMS. New York, N. Y. Alfred 
A. Knopf, Inc., 1957. 350 pp. $5.00. 


The Carpentier Lectures are presented in this book as they were delivered at Columbia 
University in 1956 by a distinguished British teacher and student of law. The titles of the 
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chapters illustrate the scope of the book: The Protection of Human Life; The Control of 
Conception; Sterilization; Artificial Insemination; The Law of Abortion; the Problem of 
Abortion—Morality and the Social Facts; The Prohibition of Suicide; and Euthanasia. 

The author exhibits a wide range of knowledge, not only legal, but medical and sociologic. 
He considers the historical evolution of the beliefs and law concerning the several topics, 
and presents as well a logical and highly readable consideration. On some of the topics 
especially there are strong opinions, religious or otherwise, which are held by substantial 
groups. The author’s presentation, however, is entirely without rancor or heat. 

The volume should be studied by every lawyer. Every medical man and every person 
who is interested in the processes of society will profit, too, by reading it.— Winfred Over- 
holser, M.D. 


The Changing Patient-Doctor Relationship. MARTIN G. voznHAUS. New York, N. Y. Horizon 
Press, 1957. 310 pp. $3.95. 


In 310 pages of provocative and readable text interspersed with highly appropriate draw- 
ings, Dr. Vorhaus presents to the lay and professional reader alike a plea for and a plan for 
better and more satisfying patient-physician relationships. He points out that the physician 
and the patient have endowments, experiences, aims, desires, frustrations, and other per- 
sonality factors in common and that, for the two to achieve a productive and satisfying re- 
lationship, each must know what to expect of the other and be willing to contribute to the 
relationship. He points out that anxiety is widespread as a patient problem; it is one with 
which patients expect help, whereas a regrettable number of such patients and their physi- 
cians are not able to establish mutua!ly fruitful relationships. The author discusses and 
gives examples of the tools and techniques available to patient and physician to aid in this 
objective.—Otis R. Farley, M.D. 


Psychological Researchh BENTON J. UNDERWOOD. New York, N. Y. Appleton-Century- 
Crofts, Inc., 1957. 298 pp. $4.00. 


A series of lectures used in a course for first-year graduate students in psychology are 
present as they were developed over a five-year period. They reflect current research prac- 
tices in psychology with emphasis on experimental research. 

The discussions of operational definitions and research design, supplemented by consider- 
ation of the individual studies given as illustrations of various points, should help beginning 
graduate students develop a sound critical approach to the research of others, as well as 
providing a basis for planning their own. 

In the latter part of the book the author discusses how theories get started and how they 
grow. In attempting to reflect faithfully the explanatory concepts in psychology, he con- 
siders single concepts from the point of view of the individual research worker and the 
problems confronting him as he tries to make sense from the data in his own limited area. 
This is a stimulating often provocative discussion that can be read profitably by advanced 
graduate students and independent research workers. However, the book could be improved 
for the general reader if the studies given as illustrations were more fully discussed.—Mar- 
garet Mercer, Ph.D. 
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Hospital Treatment of Alcoholism. ROBERT S. WALLERSTEIN and associates. New York, N 
Y. Basic Books, Inc., 1957. $5.00. 


Tetraethylthiuram disulfide (Antabuse) therapy, conditioned reflex therapy, group hyp- 
notherapy, and closed-ward milieu therapy are four treatment methods compared in this 
study using a specially designed closed ward with 25-bed capacity. The inquiry was made 
at the Veterans Administration Hospital in Topeka, Kansas, from January 1, 1950, to June 
30, 1952, during which time a total of 178 men were voluntarily treated. 

Dr. Karl Menninger in the introduction to this work points out that the authors go 
beyond simple tabulation of comparative successful outcomes. They also seek to determine 
whether or not certain types of treatment lead to different results with patients of varying 
personality structures with the same clinical problem—alcoholism. 

The first chapter defines the purpose and methods of the project. Then follow four 
chapters on the four separate treatment modalities individually written by the psychiatric 
residents most identified with the particular method of treatment. The sixth chapter by 
Dr. Wallerstein states the over-all conclusions and implications of the project. Eight 
appendices containing detailed descriptive material and tabulations of cases with results 
according to each type of treatment follow the sixth chapter. Precise tabulation of pertinent 
material accompanies the text. The work is amply indexed. 

Patients were admitted to the project on a voluntary basis only and on the condition 
that they stated on admission that they saw drinking as the major source of their malad- 
justment. Further, they were required to agree to a personal follow-up for two years after 
discharge. 

The authors devised four criteria for improvement. These were degree of abstinence, 
over-all level of social adjustment, subjective feelings of difference, and structural changes 
in personality configurations as determined by clinical psychiatric observation and by psy- 
chologic testing. 

The research design described in the book indicates a well conceived and carefully executed 
study that should merit wide interest not only among professional workers, but also among 
all interested in the field of alcoholism, its management and its treatment. The method- 
ology should appeal to everyone interested in creating a readable presentation of carefully 
controlled clinical research. Of particular significance are the authors’ correlations of the 
success of these treatment methods with the personality structures of individuals. 

The authors themselves cite several limitations inherent in this project, among them the 
narrow stipulation for treatment material compared with the whole range of the alcoholic 
population. They stress the fact that, compared with patients observed through prolonged 
psychotherapeutic and psychoanalytic treatments, those in the study were observed in 
breadth rather than in depth.—Manson B. Pettit, M.D. 


Headache. ROBERT E. RYAN. Ed. 2, St. Louis, Mo. The C. V. Mosby Company, 1957. 
$6.75. 


The author and his collaborators have produced an exhaustive treatise on headache as it 
may appear with a multitude of diseases and disabilities. Considerable attention is paid 
to relevant features and techniques of history-taking and physical examination with refer- 
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ence to diagnosis and differential diagnosis of headache and, wherever relevant, treatment 
and prevention of specific types of headache are outlined in detail. 

Particular attention is devoted to migraine, histamine cephalalgia, tension headache, and 
the various myalgias and neuralgias. The role of and the technique for the use of histamine, 
the ergot preparations, and various antipyretic, analgesic, and hypnotic drugs in the symp- 
tomatic or preventive treatment of headache are discussed at some length. The indications 
for and the role of psychotherapy in the treatment of headache are either mentioned or 
discussed briefly wherever appropriate. 

As a textbook, the volume leaves something to be desired because of extensive repetition. 
As a reference work, it is good because of its authoritative information, its extensive bibliog- 
raphy, and its excellent index.—Otis R. Farley, M.D. 


Comparative Psychology of Mental Development. HEINZ WERNER. Revised ed. New York, 
N. Y. International Universities Press, 1957. 555 pp. $6.00. 


This unique book with its extensive bibliography is now available in revised form. Con- 
sidered as a unified whole are the problems of development and of mental levels in animals, 
primitive man, children, psychotic persons, and modern civilized man. Similarities in think- 
ing and behavior among the various groups are considered in relation to the great differences 
that separate them. Thus we can begin to understand what is fundamental and what is 
specific to the various groups and can formulate problems to be investigated experimentally 
or by further observation. Our understanding of perception, conceptualization, and think- 
ing should generally be vastly increased by an approach of this kind. Dr. Werner has 
pointed the way to interdisciplinary investigation by all professions interested in the study 
of man. 

The author is not reasserting a biogenetic principle of recapitulation. Rather, he is 


expounding the principle of parallelism in which certain methods of thinking, for example, 
in the child, the primitive, or the psychotic, can be compared with full recognition of the 


fact that the mental life of each group of subjects has its own unified structure or Gestalt, 
which is irreconcilably different from any other. 

In the first place, a fundamental law of development can be demonstrated morphologi- 
cally in the increasing differentiation and refinement of structure, the progressive hierarchi- 
zation of, for example, the nervous system as one progresses higher in the phylogenetic 
scale. This basic principle may logically be applied to mental functions as well. An out- 
standing example is the kind of thinking usually termed concrete, which is characteristic of 
young children, primitives, and psychotics, both functional and organic. The distinctive 
characteristic of this thinking “‘lies in the fact that the conceptional activity operates in 
indivisible unity with motor-perceptual and imaginative processes.’’ Gradually .. . “an 
abstract mode of thinking separates itself from this unity . . . but never is abstract thinking 
so self-sufficient that it can dispense with the material of sense. . . . A progressive knowledge 
of the world is arrived at by the formation of general and abstract modes of thinking arising 
from . . . the more primitive sphere.”’ 

Examples of this motor-affective or “‘syncretic response’ are numerous—the response of 
the animal to moving objects of prey only, the child’s definitions of words in terms of use, 


volume xix, number 1, March, 1958 


AND QUARTERLY REVIEW OF PSYCHIATRY ANDO NEUROLOGY 





and the aphasic’s recognition of a key only when it is being turned in the lock. The distinct 
object, which to us is discrete and separate, is an intrinsic part of the whole situation. 
“Things perceived in this way may appear ‘animate’ ’’ as when the child perceives pointed 
figures as “‘cruel’’ or “‘angry.’’ This kind of perception Dr. Werner calls physiognomic, 
because “‘the human physiognomy can be adequately perceived (by any of us) only in terms 
of its immediate expression.”’ 

Physiognomic perception undoubtedly “‘plays a greater role in the primitive world than 
in our own. . . . Objects of perception are not passive but represent the foci of dynamic 
powers.’’ Animism and magic can be understood as emanating from this kind of thinking, 
which invests with personal meaning all kinds of perceptual data, especially when emotional 
tension is involved. 

Those of us who work with psychotic persons find confirmation of these ideas. Differen- 
tiation between fantasy and reality becomes blurred for the schizophrenic and he may rely 
upon magic identification of object and wish. But this is a shifting mode of thinking, and 
the schizophrenic believes that he is ‘“‘better’’ when he can distinguish between what is 
“really true and what I am imagining.’’ Further, when we present ambiguous stimuli to 
patients in the form of projective test material, we find that symbolic and what we interpret 
as bizarre material may come forth, especially as the emotional impact of the material 
becomes stronger or more prolonged. But the subject does not need to be a patient; indi- 
vidualized, highly personal responses may appear in the Rorschach test of the so-called 
normal person, especially if he is upset emotionally or perhaps if he is undergoing psycho- 
analysis. Condensations and other dream phenomena provide confirmatory data of deep- 
lying primitive modes of thinking in all of us. 

Yet the groups must be kept distinct. To the primitive, diffuse syncretic thinking is 


normal and a part of his culture. It is not a temporary stage of development, or a pathologic 
regression, or a momentary response to emotional stress. Thus, although an appreciation 
of this undifferentiated kind of thinking is important in understanding our patients, our 
children, and ourselves, it is only because of our ability to abstract and differentiate between 
these diverse groups that we are able to make use of our knowledge.—Margaret Ives, Ph.D. 


Discussions on Child Development: First and Second Meetings of the World Health Study Group 
on the Psychobiological Development of the Child. Geneva, 1953. London, 1954. New 
York, N. Y., International Universities Press, 1957, vol. 1, 240 pp.; vol. 2, 271 pp. $10.00. 


These two volumes are a series of transcriptions of yearly discussions among a group of 
internationally eminent workers in different disciplines concerned with the psychobiological 
development of the child. This research study group was set up in 1953 by the World Health 
Organization in order to bring together a small group of experts on biology, psychology, 
anthropology, and related fields to exchange ideas informally in round table discussions, 
and to coordinate, survey, and stimulate “research into the biological, psychological, and 
cultural determinants of personality structure.’’ The multidisciplinary attack has been 
modeled after the informal conferences of the Josiah Macy Foundation. It has been pos- 
sible, as reported in these books, for workers in one field to understand the findings of those 
in other fields, and for the reader to gain from the stimulating talks a view into many disci- 
plines, and a view into the possibilities for new and joint research. 
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Among those taking part in the discussions are Prof. Jean Piaget, Dr. W. Grey Walter, 
Dr. Margaret Mead, Dr. Konrad Lorenz, Prof. Howard Liddell, and others in the fields of 
psychoanalysis, physiology, and psychology. Each volume begins with an introductory 
chapter in which each member introduces himself, tells of his scientific background and 
how he became interested in child development. The personal aspect of the brief sketches 
lends zest and interest to the discussions that follow. 

These discussions, each of which originally lasted a half day, have a wide range and 
include an over-all view of growth curves and their regulation; a clear exposition of Piaget's 
stages of mental development; a fascinating presentation of comparative behaviorology 
(ethology) by Konrad Lorenz; and correlations of electroencephalographic development in 
children with consideration given to age, personality traits, and emotional states. There 
are several discussions on attempts to bridge the gap between ethology, Piaget’s psychology, 
and psychoanalysis. 

The second volume is concerned mainly with learning theory. The discussions include 
studies of learning under stress, and cross cultural studies of learning without tuition. 
The effects of separation frem the mother on a hospitalized child two and a half years old 
are shown. Electronic models are shown which demonstrate the possible mechanisms by 
which reflex mechanisms, imprinting, and conditioned reflexes may work. 

By careful editing of the verbal transcript of the meetings, spontaneity and originality 
have been preserved, which is both provocative and satisfying. These workers have been 
able to focus on a variety of specific problems relating to child development and learning, 
and to present old ideas in new contexts and new ideas in old contexts by exchanging them 
in a free and friendly fashion. A survey of work already done in the different disciplines is 
ably presented with implications for future application and interpretation. These volumes 
should be of interest to anyone concerned with the genesis of adult personality.—Edith 
Taylor, M.D. 


Freud and Contemporary Culture. 1AGO GALDSTON, Editor. New York, N. Y. International 
Universities Press, Inc., 1957. 99 pp. $3.00. 


Contained in this compact little book are the lectures given under the auspices of the 
New York Academy of Medicine by outstanding psychiatrists in observance of the cen- 
tenary of the birth of Sigmund Freud. 

Paul Hoch opens with a cogent introduction, and an article by Kenneth Appel, who 
discusses Freud and psychiatry, follows. He outlines some of the evolutionary trends in 
psychiatry and the numerous significant ways in which psychoanalysis has influenced the 
evolution. For balance, he indicates a number of ways in which classical psychoanalysis 
is open to criticism, namely, its narrowness of emphasis, its dogmatism and resentment of 
critical discussion, and the tendency of institutes of psychoanalysis to isolate themselves 
from the stream of medical school life, from the company of scholars and scientists, for 
example. 

Roy Grinker, on Freud and medicine, points out the contributions of psychoanalysis to 
general medicine, but he also discusses some aspects that need modification. Paul Lemkau 
deals with Freud and prophylaxis; he considers Freud’s contributions inter alia to be the 
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modifiability of behavior, the maturation of emotional reaction in an orderly and somewhat 
predictable way, and the meaning of culture for the individual and the group. 

Gregory Zilboorg examines the topic of Freud in the perspective of medical history. To 
him one of Freud’s great contributions was the establishment of the concept of the indi- 
visibility of human personality in the realm of medical science. 

Clyde Kluckhohn discusses the impact of Freud on anthropology. The anthropologist, 
he says, however skeptical he may be of certain psychoanalytical dogmas, tends to feel in 
some measure at home in psychoanalytical psychology. 

Finally, lago Galdston deals with Freud’s influence in contemporary culture, his impact 
upon philosophy, the novel, the drama, biography, and literary criticism. 

The chapters are of uniformly high quality, and together they constitute an imposing 
tribute to one of the great minds of our time.— Winfred Overholser, M.D. 


Death of a Man. LAEL TUCKER WERTENBAKER. New York, N. Y. Random House, Inc., 
1957. 192 pp. $2.75. 


Death of a Man is a most unusual narrative and no doubt will produce contrary effects on 
different readers. It is the true story of a man facing imminent death from cancer. The 
insistence that no medical facts or predictions be kept from him and his wife’s full com- 
pliance will disturb those readers who disagree with such a philosophy. Those who agree 
will greatly admire the courage of this condemned man and that of his wife, who gave him 
continuous support to the end. Some will dispute, however, the wife’s decision to cooperate 
with her husband’s successful suicidal attempt! 

This is a deeply moving story that impels the reader to examine his own philosophies of 
life and death.— Addison M. Duval, M.D. 


Books Received for Review 


Mental Health Administration. JACK R. EWALT. Springfield, Ill. Charles C Thomas, 1956. 
168 pp. $5.50. 

Your Doodles and What They Mean to You. HELEN KING. New York, N. Y. International 
Universities Press, 1957. 206 pp. $3.95. 

Freud and Christianity. R.S. LEE. New York, N. Y. A. A. Wyn, Inc. 203 pp. $2.50. 

The Early Diagnosis and Treatment of Acoustic Nerve Tumors. J. LAWRENCE POOL AND 
ARTHUR A. PAVA. Springfield, Ill. Charles C Thomas, 1957. 159 pp. $5.50. 

Psychopathic Personalities. HAROLD PALMER. New York, N. Y. Philosophical Library, 
Inc., 1957. 179 pp. $4.75. 

Deafness, Mutism and Mental Deficiency in Children. Louis Mouski. New York, N. Y. 
Philosophical Library, Inc., 1957. 82 pp. $3.75. 

A Book of Contemplation. DAGOBERT D. RUNES. New York, N. Y. Philosophical Library, 
1957. 149 pp. $3.00. 

From Sterility to Fertility. ELLIOT E. PHILIPP. New York, N. Y. Philosophical Library, 1957. 
120 pp. $4.75. 

Liver Brain Relationships. DAN A. BROWN. Springfield, IIl., Charles C Thomas, 1957. 


198 pp. 
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